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DIMERIC PYRROLIDINE
AMIDE-CONTAINING SMALL MOLECULLE
APOPTOSIS PROMOTERS

CROSS-REFERENCE TO RELAT
APPLICATIONS

T
»

This application claims priority from U.S. Provisional
Application Ser. No. 60/784,612, filed 21 Mar. 2006; and U.S.
Provisional Application Ser. No. 60/854,975, filed 27 Oct.
2006. The content of each of these documents 1s incorporated
by reference herein 1n 1ts entirety.

TECHNICAL FIELD

The field of the invention 1s dimer-like small molecule
promoters of apoptosis. The compounds of the invention have
a linking group that connects two binding domains, each of
which contains two essential amide groups and at least one
ring. These compounds mimic the activity of the protein
known as Smac, and are thereby able to promote the 1nitiation
of apoptosis. The compounds are therefore usetul 1n treating
conditions where 1nitiating apoptosis 1s desirable, such as 1n
pathological cells or tissues.

BACKGROUND ART

Apoptosis plays a central role in the development and
homeostasis of all multi-cellular organisms. Abnormal 1nhi-
bition of apoptosis 1s a hallmark of cancer and autoimmune
diseases, whereas excessive activation of cell death 1s 1mpli-
cated 1n neuro-degenerative disorders such as Alzheimer’s
disease. Pro-apoptotic chemotherapeutic drugs provide a
recent approach to overcoming the clinical problem of drug
resistance; see, e.g. Makin et al., Cell Tissue Res. 2000 July;
301(1): 143-52 (*“Apoptosis and cancer chemotherapy™).

The mechanism of apoptosis 1s conserved across species
and executed with a cascade of sequential activation of pro-
teases called caspases. Once activated, these caspases are
responsible for proteolytic cleavage of a broad spectrum of
cellular targets that ultimately lead to cell death. IAPs (1nhibi-
tor-of-apoptosis proteins) regulate apoptosis by inhibiting
caspases; and a protein called Smac (‘Smac’ stands for second
mitochondria-derived activator of caspases, and 1s a mito-
chondnal protein) binds to and inhibits IAPs, and thereby
promotes caspase activation.

The protein Smac has been shown to inhibit a wide variety
of IAPs, and 1s believed to be a key regulator of apoptosis in
mammals. See Du, et al., Cell 102:33-43 (2000); Verhagen et
al., Cell 102:43-53 (2000); and Vucic et al., Biochem. J.
385(1):11-20 (2005). N-terminal Smac-derived peptides and
mimetics have been shown to similarly inhibit IAPs, and
promote caspase activation. IAPs are components of TNFR
(tumor necrosis factor receptor), so IAP inhibitors can divert
TNFR signalling from an NikB-mediated pro-inflammatory
signal, to an anti-inflammatory apoptotic signal.

Defective apoptosis regulation can confer resistance to
many current treatment protocols, leading to tumor growth.
This may occur as a result of overexpression of IAPs, which
inhibit the caspases that would otherwise 1nitiate apoptosis.
Alternatively, deregulation can occur as a result of underpro-
duction of the Smac peptides that act to inhibit IAP activity.
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2

Deficiency of Smac can thus allow IAP to prevent apoptosis
from occurring when 1t should, and a Smac mimetic like the
present compounds can replace the activity of Smac and thus
promote desired apoptosis.

Debatin, etal., WO 03/086470, describes Smac-peptides as
therapeutic agents useful against cancer and autoimmune
diseases; they are reported to act by sensitizing the cells
toward TRAIL-induced or anticancer drug-induced apopto-
s1s. (TRAIL stands for TNF related apoptosis-inducing
ligand). See also L1, et al., Science, 305 (3 Sep. 2004), 1471-4.
Debatin provides 1 vivo evidence that Smac induces the
eradication of certain tumors such as glioblastoma tumor
models 1n animals when administered 1n combination with
TRAIL. According to Debatin, aggressive cancer pheno-
types, which result from deregulation of signaling pathways,
commonly fail to undergo apoptosis when they otherwise
would, allowing rapid and abnormal tissue growth. Bock-
brader, et al., disclose eflicacy of Smac mimic compounds on
breast cancer cell lines when used 1n conjunction with TRAIL

or etoposide, or when used 1n cells that express TRAIL at
relatively high levels. Oncogene vol. 24, °7381-88 (2003).

Similarly, according to Debatin, defects 1n apoptosis regu-
lation play a key role in the pathogenesis of autoimmune
disorders, including lupus erythematodes disseminatus and
rheumatoid arthritis. Accordingly, compounds that mimic the
activity of Smac can treat some of the effects of such condi-
tions.

A recent U.S. Patent Application, US 2005/0197403,
describes dimeric compounds with good activity as promot-

ers of apoptosis. The compounds have two amide-containing
groups linked by a linker that 1s broadly described. Another

U.S. Patent Application, US 2006/002534°7, describes small
molecule compounds having activity related to promotion of
apoptosis. However, while the latter reference mentions that
dimeric compounds can be used, none of the compounds 1t
discloses have a dimeric structure, nor 1s there any indication
of what type of dimers to explore.

DISCLOSURE OF THE INVENTION

The present 1invention relates to novel compounds having
apoptosis promoting eflects that, without being bound by
theory, appear to originate in their ability to mimic Smac.
These compounds are believed to bind to two separate
domains 1n the baculovirus mhibitory repeat (BIR) domain
within the proteins referred to as IAP (inhibitor-of-apoptosis)
proteins, which regulate apoptosis by inhibiting caspases.
The compounds are dimers or dimer-like, 1n that they possess
two structurally similar binding domains, each of which
includes a ring that 1s substituted by at least one aryl-contain-
ing group —W—X. These two domains are linked by a link-
ing group, and while similar, the domains need not be 1den-
tical. In certain embodiments, the two binding domains are
the same, so the molecule 1s symmetric about its linking
group.

The mvention also provides “monomeric” structures, as
turther described below, and methods of using these to make
dimeric compounds of, e.g., formula (1), (8), (11) and (15).
These monomers (e.g., compounds of formula (4), (7), (10) or
(14)) are usetul for making the apoptosis-promoters
described herein.
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The invention provides a compound of formula (I):

(D
O O

o \)‘\

—w_ N Ny wi—

or a pharmaceutically acceptable salt or hydrate form
thereot; and including any stereoisomeric forms thereof;

X— X'

wherein each of ring A and ring A' independently repre-
sents an azacyclic ring core which 1s selected from a saturated
3-8 membered monocyclic azacyclic ring and a saturated
8-12 membered fused polycyclic azacyclic ring, each of
which may contain 0-2 additional heteroatoms selected from
N, O, S as ring members; and wherein ring A 1s substituted
with a group represented as —W—X, and ring A' 1s substi-
tuted with a group represented as —W'—X', and each of ring,
A and ring A' may be optionally substituted with from 1-4
additional substituents suitable for 1its structure;

cach Jand I'1s independently H, CN, C1-C4 alkyl or C1-C4
alkyloxycarbonyl;

cach W and W' independently represents C—0, C—S, or
an optionally substituted C,-C, alkylene or C,-C heteroalky-
lene; or W can be a bond where X comprises an optionally
substituted C5-C6 aryl or heteroaryl ring, and/or W' can be a
bond where X' comprises an optionally substituted C5-C6
aryl or heteroaryl ring;

cach X and X' independently represents an optionally sub-
stituted C5-C20 ring system comprising at least one aromatic
ring and up to four heteroatoms selected from N, O and S as
a ring member, and can represent either a single 5-15 mem-
bered cyclic group or two 5-10 membered cyclic groups that
are both attached to the same atom of W or W', provided that
cach X and X' comprises at least one aryl or heteroaryl ring;

each Q and Q' independently represents —CH,—, —CH
(OR)—, —CH(R)—, —(CH,)D-, —CH(R)D-, or
—CR—CR— or —(C=C—, wheremn r 1s 1-4, each D 1s
independently O, NR, or S, and wherein each R 1s indepen-

dently H, or optionally substituted C,-C, alkyl or optionally

substituted C, -C,, heteroalkyl; or one or both of Q and Q' can
be a bond where L. comprises a ring;

each R' and R' is independently H or optionally substi-
tuted C1-C4 alkyl;

cach Z and 7' 1s mndependently an optionally substituted
C1-C6 aminoalkyl; and

L represents a linker that 1s a C2-C20 hydrocarbyl group,
optionally containing from 1-6 heteroatoms selected from N,
O and S, which linker 1s 2 to 10 atoms 1n length when counted
along the shortest path between Q and (Q', and which may be
optionally substituted;

with the proviso that L does not comprise a disulfide bond.

In another aspect, the invention provides a monomer of
formula (II), and methods of using them for the preparation of
compounds of formula (I):
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(1)

)J\ Rl
z N7

0 U
J
W N
)

or a pharmaceutically acceptable salt or hydrate form
thereof; and including any stereoisomeric forms thereof;

wherein ring A represents an azacyclic ring core which 1s
selected from a saturated 3-8 membered monocyclic azacy-
clic ring and a saturated 8-12 membered fused polycyclic
azacyclic ring, each of which may contain 0-2 additional
heteroatoms selected from N, O, S as ring members; and
wherein ring A 1s substituted with a group represented as
—W-—X, and ring A may be optionally substituted with from
1-4 additional substituents suitable for its structure;

I1s H, CN, C1-C4 alkyl or C1-C4 alkyloxycarbonyl;

W represents C—0, C=—S, or an optionally substituted
C,-C, alkylene or C,-C heteroalkylene; or W can be a bond
where X comprises an optionally substituted S-membered or
6-membered aryl or heteroaryl ring;;

X represents an optionally substituted C3-C20 ring system
comprising at least one aromatic ring and up to four heteroa-
toms selected from N, O and S, and can represent either a
single 5-15 membered cyclic group or two 5-10 membered
cyclic groups that are both attached to the same atom of W,
provided that each X comprises at least one aryl or heteroaryl
ring,

U represents C1-C8 alkyl, C1-C8 heteroalkyl, C2-C8 alk-
enyl, C2-C8 heteroalkenyl, C2-C8 alkynyl, C2-C8 het-
eroalkynyl, C5-C12 aryl, C5-C12 heteroaryl, C35-C20 arvla-
lkyl or C3-C20 heteroarylalkyl, each of which may be
optionally substituted;

R' is H or optionally substituted C1-C4 alkyl; and

7. 1s an optionally substituted C1-C6 aminoalkyl wherein
the amine may be 1n a protected or unprotected form.

The mvention further provides a compound of formula (1):

X_

(1)

O O
)'I\ R R )I\
/ Nj ™ N VA

Q Q.
0 \L/ 0
J’J‘

YW\

(Y)m T (Y )

)n (7

or a pharmaceutically acceptable salt or hydrate form
thereof; and including any stereoisomeric forms thereof;

wherein each J and I' 1s independently H, CN, C1-C4 alkyl
or C1-C4 alkyloxycarbonyl;

cach Y and Y' independently represents optionally substi-
tuted C1-C8 alkyl, C5-C12 aryl, C5-C20 arylalkyl, or a het-
ceroform of one of these; or 1s —0, OR, SR, S(O)R, SO,R,
SO,NR,, NR,, OC(O)R, NRC(O)R, NRCOOR, NRC(O)
NR,, NRSO,R, CN, C(O)NR,, C(O)R, COOR, NO, or halo,
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wherein each R 1s independently H, C,-C, alkyl, C5-C12 aryl
or C5-C20 arylalkyl, or a heteroform of one of these; or 1s any
other substituent suitable for an alkyl group;

and wherein two Y or Y' groups on the same ring can
cyclize to form a 3-6 membered ring that can be saturated, 5
unsaturated or aromatic, and which ring may include a het-
eroatom selected from O, S and N as a ring member and may
be substituted;

cach W and W' independently represents C—0, C—S, or
an optionally substituted C,-C alkylene or C,-C heteroalky- 10
lene; or W can be a bond where X comprises an optionally
substituted C5-C6 aryl or heteroaryl ring, and/or W' can be a
bond where X' comprises an optionally substituted C35-C6
aryl or heteroaryl ring;

cach X and X' independently represents an optionally sub- 15
stituted C5-C20 ring system comprising at least one aromatic
ring and up to four heteroatoms selected from N, O and S as
a ring member, and can represent either a single 5-15 mem-
bered cyclic group or two 5-10 membered cyclic groups that
are both attached to the same atom of W or W', provided that 20
cach X and X' comprises at least one aryl or heteroaryl ring;

each Q and Q' independently represents —CH,—, —CH
(OR)—, —CH(R)—, —(CH,)D-, —CH(R)D-, or
—CR—CR— or —(C=C—, wheremn r 1s 1-4, each D 1s
independently O, NR, or S, and wherein each R is indepen- 2>
dently H, optionally substituted C,-C, alkyl or optionally
substituted C, -C,, heteroalkyl; or one or both of Q and Q' can
be a bond where L comprises a ring;

cach n and n' 1s ndependently 0-3;

cach m and m' 1s independently 0-4;

each R' and R' is independently H or optionally substi-
tuted C1-C4 alkyl;

cach Z and 7' 1s independently an optionally substituted
C1-C6 aminoalkyl; and

L represents a linker that 1s a C2-C20 hydrocarbyl group,
optionally containing from 1-6 heteroatoms selected from N,
O and S, which linker 1s 2 to 10 atoms 1n length when counted
along the shortest path between QQ and ', and which may be
optionally substituted;

with the proviso that L does not comprise a disulfide bond.

In another aspect, the invention provides a compound of

formula (2):
/ | \
Z)‘I\NH
O 50
Q
W, N
~ \\/
X
(V)™ / / 55
2

or a pharmaceutically acceptable salt or hydrate form
thereot; and including any stereoisomeric forms thereof;

W represents C—0, C=S, or an optionally substituted 4o
C,-C alkylene or optionally substituted C,-C, heteroalky-
lene; or W can be a bond where X comprises an optionally
substituted 5-membered or 6-membered aryl or heteroaryl
ring;

X represents an optionally substituted C5-C20 ring system 65
comprising at least one aromatic ring and up to four heteroa-
toms selected from N, O and S, and can represent either a

30

35

40

(2) 45

6

single 5-15 membered cyclic group or two 5-10 membered
cyclic groups that are both attached to the same atom of W,
provided that X comprises at least one aryl or heteroaryl ring;

Q represents —CH,—, —CH(OR)—, —CH(R)—,
—CH,O—, —CH(R)O—, or —(CH,),NH—, wherein R 1s
H, or C,-C, alkyl or C,-C, heteroalkyl; or Q can be a bond
where L. comprises a ring;

m 15 0-4;
/. represents an optionally substituted C1-C6 aminoalkyl
group; and

L represents a C2-C8 alkylene, C5-C12 arylene, or C5-C20
arylalkylene linker, or a heteroform of one of these, each of

which may be optionally substituted and may be saturated or
unsaturated;

with the proviso that L does not comprise a disulfide bond.

In yet another aspect, the mvention provides a compound
of formula (3):

(3)

or a pharmaceutically acceptable salt or hydrate form
thereof:;

wherein each R” is independently H, or an optionally sub-
stituted C,-C, alkyl or optionally substituted C,-C, het-
eroalkyl group, and the two R* groups on one nitrogen can
cyclize to form an optionally substituted azacyclic group
having 3-8 ring members, which azacyclic group may be
saturated, unsaturated or aromatic, and may contain 1-2 addi-
tional heteroatoms selected from N, O and S as ring members;

each R” is H, or an optionally substituted C,-C,, alkyl or
optionally substituted C,-C, heteroalkyl group, and R> can
cyclize with R* on an adjacent nitrogen atom to form an
optionally substituted azacyclic group having 3-8 ring mem-
bers, which azacyclic group may be saturated, unsaturated or

aromatic, and may contain 1-2 additional heteroatoms
selected from N, O and S as ring members;

each R* is H, OH, or an optionally substituted C,-C, alkyl
or optionally substituted C,-C, heteroalkyl group;

cach W represents a group of the form —C(O)NR
(CHR),—, where p 1s 0-2, and each R 1s independently H.,
C,-C, alkyl or C,-C, heteroalkyl; or W can be a bond where

X comprises an optionally substituted 5-membered or
6-membered aryl or heteroaryl ring;

m 1s 0-4; and
X, Y, and L are as defined for formula (2);
with the proviso that L does not comprise a disulfide bond.

In another aspect, the mvention provides a monomer of

formula (4), and methods of using them for the preparation of
compounds of formula (1)-(3), (8), (11) or (13):
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(4)

)l\ Rl
7 N~

U
0
]
W, N
< \\/
V)™

&

or a pharmaceutically acceptable salt or hydrate form
thereot; and including any stereoisomeric forms thereof;

wherein J 1s H, CN, C1-C4 alkyl or C1-C4 alkyloxycarbo-
nyl;

cach Y represents optionally substituted C1-C8 alkyl,
C5-C12 aryl, C5-C20 arylalkyl, or a heteroform of one of
these; or 1s —0O, OR, SR, S(O)R, SO,R, SO,NR,, NR,,
OC(O)R, NRC(O)R, NRCOOR, NRC(O)NR,, NRSO,R,
CN, C(O)NR,, C(O)R, COOR, NO, or halo, wherein each R
1s independently H, C,-C, alkyl, C3-C12 aryl or C5-C20
arylalkyl, or a heteroform of one of these; or 1s any other
substituent suitable for an alkyl group;

and wherein two Y groups can cyclize to form a 3-6 mem-
bered ring that can be saturated, unsaturated or aromatic, and
which ring may include a heteroatom selected from O, S and
N as a ring member and may be substituted;

W represents C—0, C=S, or an optionally substituted
C,-C, alkylene or C,-C, heteroalkylene; or W can be a bond
where X comprises an optionally substituted S-membered or
6-membered aryl or heteroaryl ring;

X represents an optionally substituted C5-C20 ring system
comprising at least one aromatic ring and up to four heteroa-
toms selected from N, O and S, and can represent either a
single 5-15 membered cyclic group or two 5-10 membered
cyclic groups that are both attached to the same atom of W,
provided that each X comprises at least one aryl or heteroaryl
ring;

U represents C1-C8 alkyl, C1-C8 heteroalkyl, C2-C8 alk-
enyl, C2-C8 heteroalkenyl, C2-C8 alkynyl, C2-C8 het-
croalkynyl, C3-C12 aryl, C5-C12 heteroaryl, C5-C20 aryla-
lkyl or C3-C20 heteroarylalkyl, each of which may be
optionally substituted; with the proviso that U 1s not 1sopro-
pyl:

n1s 0-3;

m 15 0-4;

R' is H or optionally substituted C1-C4 alkyl; and

7. 1s an optionally substituted C1-C6 aminoalkyl wherein
the amine may be 1n a protected or unprotected form.

In another aspect, the invention provides a compound of
formula (35):

()

O O
R! R )-k
7 N~ SN 7
Q Q:
O >~ O
] I
W, N N W
e 7 ( Y Ny
W \__{/ \ T (Y
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8

or a pharmaceutically acceptable salt or hydrate form
thereof; and including any stereoisomeric forms thereof;

wherein each J and I' 1s independently H, CN, C1-C4 alkyl
or C1-C4 alkyloxycarbonyl

cach V and V' 1s independently O or S;

cach 'Y and Y' independently represents optionally substi-
tuted C1-C8 alkyl, C5-C12 aryl, C5-C20 arylalkyl, or a het-
eroform of one of these; or 1s =—0, OR, SR, S(O)R, SO,R,
SO,NR,, NR,, OC(O)R NRC(O)R, NRCOOR, NRC(O)
NR,, NRSO,R, CN, C(O)NR,, C(O)R, COOR, NO, or halo,
wherein eachR 1s independently H, C,-C, alkyl, C5-C12 aryl
or C5-C20 arylalkyl, or a heteroform of one of these; or 1s any
other substituent suitable for an alkyl group;

and wherein two Y or Y' groups on the same ring can
cyclize to form a 3-6 membered ring that can be saturated,
unsaturated or aromatic, and which ring may include a het-
eroatom selected from O, S and N as a ring member and may
be substituted;

cach W and W' independently represents C—0, C=S5, or
an optionally substituted C,-C alkylene or C,-C . heteroalky-
lene; or W can be a bond where X comprises an optionally
substituted C5-C6 aryl or heteroaryl ring, and/or W' can be a
bond where X' comprises an optionally substituted C5-C6
aryl or heteroaryl ring;

cach X and X' independently represents an optionally sub-
stituted C5-C20 rning system comprising at least one aromatic
ring and up to four heteroatoms selected from N, O and S as
a ring member, and can represent either a single 5-15 mem-

bered cyclic group or two 5-10 membered cyclic groups that
are both attached to the same atom of W or W', provided that
cach X and X' comprises at least one aryl or heteroaryl ring;

cach Q and Q' independently represents —CH,—, —CH
(OR)—, —CH(R)—, —(CH,)D-, —CH(R)D-, or
—CR—CR— or —(C=C—, wheremn r 1s 1-4, each D 1s
independently O, NR, or S, and wherein each R 1s indepen-

dently H, optionally substituted C,-C, alkyl or optionally
substituted C,-C, heteroalkyl; or one or both of Q and Q' can

be a bond where L comprises a ring;
cach m and m' 1s independently 0-4;

each R' and R' is independently H or optionally substi-
tuted C1-C4 alkyl;

cach Z and 7' 1s independently an optionally substituted
C1-C6 aminoalkyl; and
L represents a linker that 1s a C2-C20 hydrocarbyl group,

optionally contaiming from 1-6 heteroatoms selected from N,
O and S, which linker 1s 2 to 10 atoms 1n length when counted

along the shortest path between Q and ', and which may be
optionally substituted;

with the proviso that L does not comprise a disulfide bond.

In another aspect, the mvention provides a compound of
formula (6):

(6)

0
Z)LNH

7

(V)™
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or a pharmaceutically acceptable salt or hydrate form
thereot; and including any stereoisomeric forms thereof;

wheremn V 1s O or S;

Y 1s optionally substituted C1-C8 alkyl, C5-C12 aryl,
C5-C20 arylalkyl, or a heteroform of one of these; or 1s —0,
OR, NR,, OC(O)R, NRC(O)R, wherein each R 1s indepen-
dently Hor C,-C, alkyl, C5-C12 aryl or C5-C20 arylalkyl, or
a heteroform of one of these;

W represents C—0, C=S, or an optionally substituted
C,-C, alkylene or optionally substituted C,-C, heteroalky-
lene; or W can be a bond where X comprises an optionally
substituted S5-membered or 6-membered aryl or heteroaryl
ring;

X represents an optionally substituted C5-C20 ring system
comprising at least one aromatic ring and up to four heteroa-
toms selected from N, O and S, and can represent either a
single 5-15 membered cyclic group or two 5-10 membered
cyclic groups that are both attached to the same atom of W,
provided that X comprises at least one aryl or heteroaryl ring;;

Q represents —CH,—, —CH(OR)—, —CH(R)—,
—CH,O0—, —CH(R)O—, or —(CH,),NH—, wherein R 1s
H, or C,-C, alkyl or C,-C, heteroalkyl; or Q can be a bond
where L comprises a ring;

m 1s 0-4:

7. represents an optionally substituted C1-C6 aminoalkyl
group; and

L represents a C2-C8 alkylene, C5-C12 arylene, or C3-C20
arylalkylene linker, or a heteroform of one of these, each of
which may be optionally substituted and may be saturated or
unsaturated;

with the proviso that L does not comprise a disulfide bond.

In another aspect, the invention provides a monomer of
tormula (7), and methods of using them for the preparation of

compounds of formula (5)-(6), (8), (12) or (16):

(7)
0O
)‘l\ R
7 N~
U

O

|
;V

Sy

or a pharmaceutically acceptable salt or hydrate form
thereot; and including any stereoisomeric forms thereof;

wherein J 1s H, CN, C1-C4 alkyl or C1-C4 alkyloxycarbo-
nyl;

VisOorS;:

cach Y represents optionally substituted C1-C8 alkyl,
C5-C12 aryl, C5-C20 arylalkyl, or a heteroform of one of
these; or 1s —0O, OR, SR, S(O)R, SO,R, SO,NR,, NR,,
OC(O)R, NRC(O)R, NRCOOR, NRC(O)NR,, NRSO,R,
CN, C(ONR,, C(O)R, COOR, NO, or halo, wherein each R
1s 1independently H, C,-C, alkyl, C5-C12 aryl or C5-C20
arylalkyl, or a heteroform of one of these; or 1s any other
substituent suitable for an alkyl group;

and wherein two Y groups on the same ring can cyclize to
form a 3-6 membered ring that can be saturated, unsaturated
or aromatic, and which ring may include a heteroatom
selected from O, S and N as a ring member and may be
substituted;

10

15

20

25

30

35

40

45

50

55

60

65

10

W represents C—0, C=—S, or an optionally substituted
C,-C, alkylene or C,-C, heteroalkylene; or W can be a bond
where X comprises an optionally substituted S-membered or
6-membered aryl or heteroaryl ring;

X represents an optionally substituted C3-C20 ring system
comprising at least one aromatic ring and up to four heteroa-
toms selected from N, O and S, and can represent either a
single 5-15 membered cyclic group or two 3-10 membered
cyclic groups that are both attached to the same atom of W,
provided that each X contains at least one aryl or heteroaryl
rng,

U represents C1-C8 alkyl, C1-C8 heteroalkyl, C2-C8 alk-
enyl, C2-C8 heteroalkenyl, C2-C8 alkynyl, C2-C8 het-
croalkynyl, C5-C12 aryl, C5-C12 heteroaryl, C5-C20 arvyla-
lkyl or C5-C20 heteroarylalkyl, each of which may be
optionally substituted;

m 1s 0-4;

R' is H or optionally substituted C1-C4 alkyl; and

7. 1s an optionally substituted C1-C6 aminoalkyl wherein
the amine may be 1n a protected or unprotected form.

In another aspect, the mvention provides a compound of

formula (8):

(8)
O O

)J\ R R )I\
N’# ™~

Z N 7
Q Q.
O S O
H H

W N N W
< P \( Y \X’
(Y) mf ) V! R} (Y’)m’

or a pharmaceutically acceptable salt or hydrate form
thereof; and including any stereoisomeric forms thereof;

wherein V'is O or S;

cach Y and Y' independently represents optionally substi-

tuted C1-C8 alkyl, C5-C12 aryl, C5-C20 arylalkyl, or a het-
eroform of one of these; or —0O, OR, NR,, OC(O)R, NRC
(O)R, wheremn each R 1s independently H or C,-C, alkyl,
C5-C12 aryl or C5-C20 arylalkyl, or a heteroform of one of
these;

cach W and W' independently represents C—0, C=S, or
an optionally substituted C,-C alkylene or C,-C . heteroalky-
lene; or W can be a bond where X comprises an optionally
substituted C5-C6 aryl or heteroaryl ring, and/or W' can be a
bond where X' comprises an optionally substituted C3-C6
aryl or heteroaryl ring;

cach X and X' independently represents an optionally sub-
stituted C5-C20 ring system comprising at least one aromatic
ring and up to four heteroatoms selected from N, O and S as
a ring member, and can represent either a single 5-15 mem-
bered cyclic group or two 5-10 membered cyclic groups that
are both attached to the same atom of W or W', provided that
cach X and X' comprises at least one aryl or heteroaryl ring;

cach Q and Q' independently represents —CH,—, —CH
(OR)—, —CH(R)—, —CH,O0— —CH(R)O—, or
—(CH,), NH— wherem R 1s H, or C,-C, alkyl or C,-C,
heteroalkyl; or one or both of Q and Q' can be a bond where
L. comprises a ring;

n1s 0-3;

cach m and m' 1s independently 0-4;

each R' and R' is independently H or optionally substi-

tuted C1-C4 alkyl;
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cach Z and 7' 1s independently an optionally substituted
C1-C6 aminoalkyl; and

L represents a C2-C8 alkylene, C5-C12 arylene, or C3-C20
arylalkylene linker, or a heteroform of one of these, each of
which may be optionally substituted and may be saturated or
unsaturated;

with the proviso that L does not comprise a disulfide bond.

In another aspect, the invention provides a compound of
formula (9):

)
O O

.,Q Q\)k
QQ @o

or a pharmaceutically acceptable salt or hydrate form
thereot; and including any stereoisomeric forms thereof;

wherein each J and I' 1s independently H, CN, C1-C4 alkyl
or C1-C4 alkoxycarbonyl;

each R° and R® is independently H, C1-C4 alkyl or C1-C4
heteroalkyl;

cach W and W' independently represents C—0, C—S, or
an optionally substituted C,-C, alkylene or C,-C . heteroalky-
lene; or W can be a bond where X comprises an optionally
substituted C5-C6 aryl or heteroaryl ring, and/or W' can be a
bond where X' comprises an optionally substituted C5-C6
aryl or heteroaryl ring;

cach X and X' independently represents an optionally sub-
stituted C5-C20 ring system comprising at least one aromatic
ring and up to four heteroatoms selected from N, O and S as
a ring member, and can represent either a single 5-15 mem-
bered cyclic group or two 5-10 membered cyclic groups that

are both attached to the same atom of W or W', provided that
cach X and X' comprises at least one aryl or heteroaryl ring;

cach Q and Q' independently represents —CH,—, —CH
(OR)—, —CH(R)—, —(CH,)D-, —CH(R)D-, or
—CR—CR— or —C=C—, wherein r 1s 1-4, each D 1s
independently O, NR, or S, and wherein each R 1s indepen-
dently H, C,-C, alkyl or C,-C, heteroalkyl; or one or both of

Q and Q' can be a bond where L comprises a ring;

each R' and R' is independently H or optionally substi-
tuted C1-C4 alkyl;

cach Z and 7' 1s independently an optionally substituted
C1-C6 aminoalkyl; and

L represents a linker that 1s a C2-C20 hydrocarbyl group,
optionally containing from 1-6 heteroatoms selected from N,
O and S, which linker 1s 2 to 10 atoms 1n length when counted
along the shortest path between Q and Q', and which may be
optionally substituted;

with the proviso that L does not comprise a disulfide bond.

In another aspect, the invention provides a monomer of
tormula (10), and methods of using them for the preparation

of compounds of formula (9), (11)-(12) or (17):
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(10)
O

I w
V4 N/'
O
U
X—W :
: ;N
Rﬁ
or a pharmaceutically acceptable salt or hydrate form
thereof; and including any stereoisomeric forms thereof;

wherein J1s H, CN, C1-C4 alkyl or C1-C4 alkoxycarbonyl;

R° is H, C1-C4 alkyl or C1-C4 heteroalkyl;

W represents C—0, C=—S, or an optionally substituted
C,-C, alkylene or C,-C, heteroalkylene; or W can be a bond
where X comprises an optionally substituted S-membered or
6-membered aryl or heteroaryl ring;

X represents an optionally substituted C5-C20 ring system
comprising at least one aromatic ring and up to four heteroa-
toms selected from N, O and S, and can represent either a
single 5-15 membered cyclic group or two 35-10 membered
cyclic groups that are both attached to the same atom of W,
provided that each X contains at least one aryl or heteroaryl
ring,

U represents C1-C8 alkyl, C1-C8 heteroalkyl, C2-C8 alk-
enyl, C2-C8 heteroalkenyl, C2-C8 alkynyl, C2-C8 het-
croalkynyl, C3-C12 aryl, C5-C12 heteroaryl, C5-C20 aryla-
lkyl or C3-C20 heteroarylalkyl, each of which may be
optionally substituted;

R' is H or optionally substituted C1-C4 alkyl; and

7. 1s an optionally substituted C1-C6 aminoalkyl wherein
the amine may be 1n a protected or unprotected form.

In another aspect, the mvention provides a compound of
formula (11):

(11)
O

J e e

Q Q
O ™~ / 9\(
N
X/"W AN /
V)™V )

or a pharmaceutically acceptable salt or hydrate form
thereof; and including any stereoisomeric forms thereof;

wherein R® is H, C1-C4 alkyl or C1-C4 heteroalkyl;

cach Y independently represents optionally substituted
C1-C8 alkyl, C5-C12 aryl, C3-C20 arylalkyl, or a heteroform
of one of these; or 1s —0, OR, NR,, OC(O)R, NRC(O)R,
wherein each R 1s independently H or C, -C, alkyl, C5-C12
aryl or C5-C20 arylalkyl, or a heteroform of one of these;

cach W and W' independently represents C—0, C=S5, or
an optionally substituted C,-C alkylene or C,-C . heteroalky-
lene; or W can be a bond where X comprises an optionally

X."
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substituted C5-C6 aryl or heteroaryl ring, and/or W' can be a
bond where X' comprises an optionally substituted C5-C6
aryl or heteroaryl ring;

cach X and X' independently represents an optionally sub-
stituted C5-C20 ring system comprising at least one aromatic
ring and up to four heteroatoms selected from N, O and S as
a ring member, and can represent either a single 5-15 mem-
bered cyclic group or two 5-10 membered cyclic groups that
are both attached to the same atom of W or W', provided that
cach X and X' comprises at least one aryl or heteroaryl ring;

cach Q and Q' independently represents —CH,—, —CH
(OR}—, —CHR)— —CH,0— —CHR)O—, or
—(CH,), NH—, wheremn R 1s H, or C,-C, alkyl or C,-C,
heteroalkyl; or one or both of Q and Q' can be a bond where
L. comprises a ring;

n 1s 0-3;

m 1s 0-4;

each R' and R' is independently H or optionally substi-
tuted C1-C4 alkyl;

cach Z and 7' 1s independently an optionally substituted
C1-C6 aminoalkyl; and

L represents a C2-C8 alkylene, C5-C12 arylene, or C3-C20

arylalkylene linker, or a heteroform of one of these, each of
which may be optionally substituted and may be saturated or
unsaturated;

with the proviso that L does not comprise a disulfide bond.

In another aspect, the invention provides a compound of
formula (12):

(12)

or a pharmaceutically acceptable salt or hydrate form
thereot; and including any stereoisomeric forms thereof;

wherein R® is H, C1-C4 alkyl or C1-C4 heteroalkyl;
VisOorS:

cach Y independently represents optionally substituted
C1-C8 alkyl, C5-C12 aryl, C3-C20 arylalkyl, or a heteroform

of one of these; or 1s —0, OR, NR,, OC(O)R, NRC(O)R,
wherein each R 1s independently H or C,-C, alkyl, C5-C12
aryl or C5-C20 arvlalkyl, or a heteroform of one of these;

cach W and W' independently represents C—0, C=—S, or
an optionally substituted C,-C . alkylene or optionally substi-
tuted C,-C, heteroalkylene; or W can be a bond where X
comprises an optionally substituted C5-C6 aryl or heteroaryl
ring, and/or W' can be a bond where X' comprises an option-
ally substituted C5-C6 aryl or heteroaryl ring;

cach X and X' independently represents an optionally sub-

stituted C5-C20 ring system comprising at least one aromatic
ring and up to four heteroatoms selected from N, O and S as

a ring member, and can represent either a single 5-15 mem-

bered cyclic group or two 5-10 membered cyclic groups that
are both attached to the same atom of W or W', provided that

each X and X' comprises at least one aryl or heteroaryl ring;
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14
cach Q and Q' independently represents —CH,—, —CH
(OR)—, —CHR)—, —CH,O0—, —CHR)O—, or

—(CH,), NH—, wheremn R 1s H, or C,-C, alkyl or C,-C,
heteroalkyl; or one or both of (Q and Q' can be a bond where
L. comprises a ring;

m 1s 0-4;

each R' and R' is independently H or optionally substi-
tuted C1-C4 alkyl;

cach Z and 7' 1s independently an optionally substituted
C1-C6 aminoalkyl; and

L represents a C2-C8 alkylene, C5-C12 arylene, or C5-C20
arylalkylene linker, or a heteroform of one of these, each of
which may be optionally substituted and may be saturated or
unsaturated;

with the proviso that L does not comprise a disulfide bond.

In another aspect, the mvention provides a compound of

formula (13):

(13)
0 0
)‘I\ R R )I\
7 N~ N 7
Q Q.
0 N 0
T 7 |
\: N N B
2?’?

B
X N (Y
S
W \v{(

or a pharmaceutically acceptable salt or hydrate form
thereof; and including any stereoisomeric forms thereof;

wherein each J and I' 1s independently H, CN, C1-C4 alkyl
or C1-C4 alkoxycarbonyl;

cach —B and —B' independently represents —0O, —S, F,
or H,;

cach W and W' independently represents C—0, C=—S, or
an optionally substituted C,-C alkylene or C,-C  heteroalky-
lene; or W can be a bond where X comprises an optionally
substituted C5-C6 aryl or heteroaryl ring, and/or W' can be a
bond where X' comprises an optionally substituted C3-C6
aryl or heteroaryl ring;

cach X and X' independently represents an optionally sub-
stituted C5-C20 ring system comprising at least one aromatic
ring and up to four heteroatoms selected from N, O and S as
a ring member, and can represent either a single 5-15 mem-
bered cyclic group or two 5-10 membered cyclic groups that
are both attached to the same atom of W or W', provided that
cach X and X' comprises at least one aryl or heteroaryl ring;

each Q and Q' independently represents —CH,—, —CH
(OR)—, —CH(R)—, —(CH,)D-, —CH(R)D-, or
—(CR—CR— or —(C=C—, wherein r 1s 1-4, each D i1s
independently O, NR, or S, and wherein each R 1s indepen-
dently H, optionally substituted C,-C, alkyl or optionally
substituted C,-C, heteroalkyl; or one or both of Q and Q' can
be a bond where L comprises a ring;;

cach n and n' 1s independently 0-3;

cach g and g' 1s independently 1-4;

each R' and R" is independently H or optionally substi-
tuted C1-C4 alkyl;

cach Z and 7' 1s independently an optionally substituted
C1-C6 aminoalkyl; and

L represents a linker that 1s a C2-C20 hydrocarbyl group,
optionally contaiming from 1-6 heteroatoms selected from N,
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O and S, which linker 1s 2 to 10 atoms 1n length when counted
along the shortest path between Q and ()", and which may be
optionally substituted;

with the proviso that L does not comprise a disulfide bond.

In another aspect, the invention provides a monomer of >
formula (14), and methods of using them for the preparation

of compounds of formula (13) or (15)-(17):

(14) 10
0
Jw
~
Z N

15

20

or a pharmaceutically acceptable salt or hydrate form
thereot; and including any stereoisomeric forms thereof;

wherein J is H, CN, C1-C4 alkyl or C1-C4 alkoxycarbonyl; <°
—B represents —0O, —S, I, or H,;
W represents C—0, C=S, or an optionally substituted

C,-C, alkylene or C2-C6 heteroalkylene; or W a can be a

bond where X comprises a 5-membered or 6-membered aryl
or heteroaryl ring;

X represents an optionally substituted C35-C20 ring system
comprising at least one aromatic ring and up to four heteroa-
toms selected from N, O and S, and can represent either a
single 5-15 membered cyclic group or two 5-10 membered
cyclic groups that are both attached to the same atom of W,
provided that each X comprises at least one aryl or heteroaryl
ring;

U represents C1-C8 alkyl, C1-C8 heteroalkyl, C2-C8 alk-
enyl, C2-C8 heteroalkenyl, C2-C8 alkynyl, C2-C8 het- ,,
eroalkynyl, C3-C12 aryl, C5-C12 heteroaryl, C5-C20 aryla-
lkyl or C3-C20 heteroarylalkyl, each of which may be
optionally substituted;

n s 0-3;

qi1s 1-4; 45

R' is H or optionally substituted C1-C4 alkyl; and

7. 1s an optionally substituted C1-C6 aminoalkyl wherein
the amine may be 1n a protected or unprotected form.

30
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BJ‘
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or a pharmaceutically acceptable salt or hydrate form
thereof; and including any stereoisomeric forms thereof;

wherein —B' represents —0O, —S, F, or H.,;

cach Y independently represents optionally substituted
C1-C8 alkyl, C5-C12 aryl, C3-C20 arylalkyl, or a heteroform
of one of these; or 1s —0, OR, NR,, OC(O)R, NRC(O)R,
wherein each R 1s independently H or C,-C, alkyl, C5-C12
aryl or C5-C20 arylalkyl, or a heteroform of one of these;

cach W and W' independently represents C—0, C=S5, or
an optionally substituted C,-C alkylene or C,-C . heteroalky-
lene; or W can be a bond where X comprises an optionally
substituted C5-C6 aryl or heteroaryl ring, and/or W' can be a
bond where X' comprises an optionally substituted C5-C6
aryl or heteroaryl ring;

cach X and X' independently represents an optionally sub-
stituted C5-C20 ring system comprising at least one aromatic
ring and up to four heteroatoms selected from N, O and S as
a ring member, and can represent either a single 5-15 mem-
bered cyclic group or two 5-10 membered cyclic groups that
are both attached to the same atom of W or W', provided that
cach X and X' comprises at least one aryl or heteroaryl ring;

cach Q and Q' independently represents —CH,—, —CH
(OR)—, —CHR)—, —CH,O0— —CHR)O—, or
—(CH,), NH—, wheremn R 1s H, or C,-C, alkyl or C,-C,
heteroalkyl; or one or both of Q and Q' can be a bond where
L. comprises a ring;

cach n and n' 1s ndependently 0-3;

m 18 0-4;

q'1s 1-4;

each R' and R' is independently H or optionally substi-
tuted C1-C4 alkyl;

cach Z and 7' 1s independently an optionally substituted
C1-C6 aminoalkyl; and

L represents a C2-C8 alkylene, C5-C12 arylene, or C5-C20
arylalkylene linker, or a heteroform of one of these, each of
which may be optionally substituted and may be saturated or
unsaturated;

with the proviso that L does not comprise a disulfide bond.

In another aspect, the mvention provides a compound of
formula (16):

(16)

fw (
Y m—-*'*'"
( ) ( 1 Xr

or a pharmaceutically acceptable salt or hydrate form
thereof; and including any stereoisomeric forms thereof;

wherein —B' represents —0O, —S, F, or H.,;

VisOorS;

cach Y independently represents optionally substituted
C1-C8 alkyl, C5-C12 aryl, C3-C20 arylalkyl, or a heteroform
of one of these; or 1s —0O, OR, NR,, OC(O)R, NRC(O)R,
wherein each R 1s independently H or C,-C, alkyl, C5-C12
aryl or C5-C20 arylalkyl, or a heteroform of one of these;

cach W and W' independently represents C—0, C=S5, or
an optionally substituted C,-C alkylene or C,-C . heteroalky-
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lene; or W can be a bond where X comprises an optionally
substituted C5-C6 aryl or heteroaryl ring, and/or W' can be a
bond where X' comprises an optionally substituted C3-C6
aryl or heteroaryl ring;

cach X and X' independently represents an optionally sub-
stituted C5-C20 ring system comprising at least one aromatic
ring and up to four heteroatoms selected from N, O and S as
a ring member, and can represent either a single 5-15 mem-
bered cyclic group or two 5-10 membered cyclic groups that
are both attached to the same atom of W or W', provided that
cach X and X' comprises at least one aryl or heteroaryl ring;

each Q and Q' independently represents —CH,—, —CH
(OR)—, —CH(R)—, —CH,O—, —CH(R)O—, or
—(CH,), NH—, wheremn R 1s H, or C,-C, alkyl or C,-C,
heteroalkyl; or one or both of Q and Q' can be a bond where
L. comprises a ring;

n'1s 0-3;

m 1s 0-4;

q' 1s 1-4;

each R' and R" is independently H or optionally substi-
tuted C1-C4 alkyl;

cach Z and 7' 1s independently an optionally substituted
C1-C6 aminoalkyl; and

L represents a C2-C8 alkylene, C5-C12 arylene, or C3-C20
arylalkylene linker, or a heteroform of one of these, each of
which may be optionally substituted and may be saturated or
unsaturated;

with the proviso that L does not comprise a disulfide bond.

In another aspect, the invention provides a compound of
formula (17):

(17)
O 0O

)J\ R' R\ )]\
V4 Nf \N Z

Q Q.
O 7 O
X—W . . B

N N
Z.)/Q
Rﬁ

or a pharmaceutically acceptable salt or hydrate form

thereot; and including any stereoisomeric forms thereof;

wherein —B' represents —0, —S, F, or H,;
R® is H, C1-C4 alkyl or C1-C4 heteroalkyl;

cach W and W' independently represents C—0, C=—S, or
an optionally substituted C,-C, alkylene or C,-C heteroalky-
lene; or W can be a bond where X comprises an optionally
substituted C5-C6 aryl or heteroaryl ring, and/or W' can be a
bond where X' comprises an optionally substituted C5-C6
aryl or heteroaryl ring;

cach X and X' independently represents an optionally sub-
stituted C5-C20 ring system comprising at least one aromatic
ring and up to four heteroatoms selected from N, O and S as
a ring member, and can represent either a single 5-15 mem-
bered cyclic group or two 5-10 membered cyclic groups that
are both attached to the same atom of W or W', provided that
cach X and X' comprises at least one aryl or heteroaryl ring;

cach Q and Q' independently represents —CH,—, —CH
(OR)—, —CHR)—, —CH,O0— —CHR)O—, or
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—(CH,), NH—, wherein R 1s H, or C,-C, alkyl or C,-C,
heteroalkyl; or one or both of (Q and Q' can be a bond where
L. comprises a ring;

n'1s 0-3;

q'1s 1-4;

each R' and R' is independently H or optionally substi-
tuted C1-C4 alkyl;

cach Z and 7' 1s independently an optionally substituted
C1-C6 aminoalkyl; and

L represents a C2-C8 alkylene, C5-C12 arylene, or C5-C20
arylalkylene linker, or a heteroform of one of these, each of
which may be optionally substituted and may be saturated or
unsaturated;

with the proviso that L does not comprise a disulfide bond.

The compounds of the invention synergize with TRAIL
(INF-related apoptosis inducing ligand), with etoposide,
with TRAIL-related substances including a TRAIL receptor
antibody or TNF-o., and with anti-cancer drugs to overcome
the apoptosis-inhibiting activity of caspase inhibiting pro-
teins. Without being bound by theory, the present compounds
are believed to act by binding to IAP, thus preventing IAP
from binding to and inhibiting caspases. This frees the
caspases to mitiate apoptosis. Accordingly, the compounds of
the mvention can promote apoptosis i cells that are abnor-
mally resistant to 1t, which are typically pathogenic cells.

For example, compounds of the invention induce apoptosis
in glioblastoma cell culture, typically at picomolar concen-
trations. The compounds provide new adjuvant chemothera-
peutics for cancers, particularly those that resist programmed
cell death by over-expressing IAP proteins. The compounds
are stable, protease resistant, and freely membrane permeant.
The compounds are not by themselves cytotoxic, however,
they are believed to operate by overcoming protective mecha-
nisms that some pathogenic cells such as cancer cells use to
prevent apoptosis.

Accordingly, the invention also provides methods and
compositions for enhancing apoptosis of pathogenic cells
using pro-apoptotic dimeric or dimer-like small molecules
that are referred to as Smac mimetics. The compositions
include at least one compound of any of formulas (1), (1)-(3),
(5)-(6), (8)-(9), (11)-(13) or (15)-(17) admixed with at least
one pharmaceutically acceptable excipient. In some embodi-
ments, the compositions further include at least one addi-
tional cancer therapeutic whose activity 1s synergized or
potentiated by the Smac mimetic activity of the compounds of
the invention. Examples of such additional cancer therapeu-
tics include, without limitation, antimetabolites (e.g. cytara-
bine, fludaragine, 5-fluoro-2'-deoxyuridine, gemcitabine,
hydroxyurea and methotrexate), DNA active agents (e.g.
bleomycin, chlorambucil, cisplatin and cyclophosphamide),
intercalating agents (e.g. adriamycin and mitoxantrone), pro-
tein synthesis inhibitors (e.g. L-asparaginase, cycloheximide
and puromycin); topoisomerase inhibitors of Type I class
(c.g. camptothecin, topotecan and irinotecan) and Type 11
class (e.g. etoposide, teniposide, anthraquinones, anthracy-
clines and podophyllotoxin), microtubule inhibitors (e.g.
docetaxel, paclitaxel, colcemid, colchicines, vinblastine and
vincristine), kinase ihibitors (e.g. flavopiridol, staurosporin
and hydroxystaurosporine), drugs that affect Hsp90 (e.g.
geldanomycin and geldanomycin dernivatives, radicicol,
purine derivatives and antibodies or antibody fragments that
selectively bind to Hsp90), and/or radiation therapy.

The general method for enhancing or inducing apoptosis
comprises the step of contacting a cell with an effective
amount ol a Smac mimetic compound, optionally followed
by the step of detecting, directly, indirectly or inferentially, a
resultant increase 1n apoptosis of the target cells. It may also
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include a step of identifying or diagnosing a subject in need of
such treatment, particularly a subject having one of the con-
ditions described herein as being treated or alleviated by a
Smac mimetic.

In preferred embodiments, the cells are 1n situ 1n an 1ndi-
vidual diagnosed as 1n need of an apoptosis promoting treat-
ment, and the contacting step 1s effected by administering to
the individual a pharmaceutical composition including a
therapeutically eflective amount of the mimetic, wherein the
individual may be subject to concurrent or antecedent radia-
tion or chemotherapy for treatment of a neoproliferative
pathology. In particular embodiments, the pathogenic cells
are of a tumor, such as glioblastoma, astrocytoma, breast
cancer, prostate cancer, lung cancer, pancreatic cancer, gas-
tric cancer, colon cancer, ovarian cancer, renal cancer,
hepatoma, melanoma, lymphoma, or sarcoma.

In additional embodiments, the target cells are pro-intlam-
matory cells or cells of tissue subject to pathogenic intlam-
mation and/or autoimmumty. A wide variety ol diseases
involve such pathogenic inflammation, including rheumatoid
arthritis, diabetes, asthma, lupus, myasthenia gravis, Graves
disease, inflammatory bowel disease (e.g. Crohn’s disease,
ulcerative colitis and related conditions), pelvic inflammatory
diseases, chronic obstructive pulmonary disease (COPD),
chronic bronchitis, pneumoconiosis, pulmonary emphysema,
interstitial lung fibrosis, allergic rhinitis (hay fever), inflam-
matory cardiovascular diseases (e.g. congestive heart failure
and 1schemia/reperfusion injuries), atherosclerosis (includ-
ing coronary artery disease), stroke, neurodegenerative dis-
cases, such as Alzheimer’s disease, multiple sclerosis and
amyotrophic lateral sclerosis (ALS), neuroimflammatory dis-
cases, organ transplant rejection, autoimmune hematological
disorders, psoriasis, sclerodoma, chronic active hepatitis, pri-
mary biliary cirrhosis, glomerulonephritis, uveitis and kera-
toconjunctivitis.

The subject compositions encompass pharmaceutical
compositions containing a therapeutically effective amount
of an active, dimer-like Smac mimetic as described above 1n
dosage form, and a pharmaceutically acceptable excipient,
such as a carrier or diluent. In some embodiments, such
compositions also contain an additional therapeutic agent,
such as an anti-neoproliferative chemotherapeutic agent, in
addition to the Smac mimetic.

MODES OF CARRYING OUT THE INVENTION

The present invention may be understood more readily by
reference to the following detailed description of the pre-
ferred embodiments of the invention and the Examples
included herein. It 1s to be understood that the terminology
used herein 1s for the purpose of describing specific embodi-
ments only and 1s not intended to be limiting. It 1s further to be
understood that unless specifically defined herein, the termi-
nology used herein 1s to be given its traditional meaning as
known 1n the relevant art.

As used herein, the singular form “a”, “an”, and *“‘the”
include plural references unless indicated otherwise. For
example, “a” dimer includes one of more dimers.

As used herein, a “therapeutically effective amount™ 1s an
amount required to produce a desired therapeutic eflect 1n a
tissue, system, animal, or human, that1s being sought, ¢.g., by
a researcher or climician. Furthermore, the term “therapeuti-
cally eflective amount” means any amount which, as com-
pared to a corresponding subject who has not recetved such
amount, results in 1mproved treatment, healing, prevention,
or amelioration of a disease, disorder, or side effect, or a
decrease 1n the rate of advancement of a disease or disorder.
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The term also includes within 1ts scope amounts effective to
enhance normal physiological function.

As used herein, “subject” refers to a human or animal
subject. In certain preferred embodiments, the subject 1s
human.

As used herein, “hydrocarbyl residue” refers to a residue
which contains only carbon and hydrogen, unless otherwise
provided. The residue may be aliphatic or aromatic, straight-
chain, cyclic, branched, saturated or unsaturated, or any com-
bination of these. The hydrocarbyl residue, when so stated,
however, may contain heteroatoms 1n addition to or instead of
the carbon and hydrogen members of the hydrocarbyl group
itself. Thus, when specifically noted as containing or option-
ally containing heteroatoms, the hydrocarbyl group may con-
tain one or more heteroatoms as indicated within the “back-
bone” of the hydrocarbyl residue, and when optionally
substituted, the hydrocarbyl residue may also have one or
more carbonyl groups, amino groups, hydroxyl groups and
other suitable substituents as further described herein in place
of one or more hydrogens of the parent hydrocarbyl residue.

As used herein, the terms “alkyl,” “alkenyl” and “alkynyl”
include straight-chain, branched-chain and cyclic monova-
lent hydrocarbyl radicals, and combinations of these, which
contain only C and H when they are unsubstituted. Examples
include methyl, ethyl, 1sobutyl, cyclohexyl, cyclopentylethyl,
2-propenyl, 3-butynyl, and the like. The total number of car-
bon atoms 1n each such group 1s sometimes described herein,
¢.g., when the group can contain up to ten carbon atoms it may
be described as 1-10C or as C1-C10 or as C1-10oras C, _,,.
When heteroatoms (typically N, O and S) are allowed to
replace carbon atoms of an alkyl, alkenyl or alkynyl group, as
in heteroalkyl groups, for example, the numbers describing
the group, though still written as e.g. C1-C6, represent the
sum of the number of carbon atoms 1n the group plus the
number ol such heteroatoms that are included as replace-
ments for carbon atoms 1n the ring or chain being described.

Typically, the alkyl, alkenyl and alkynyl substituents of the
invention contain 1-10C (alkyl) or 2-10C (alkenyl or alkynyl).
Preferably they contain 1-8C (alkyl) or 2-8C (alkenyl or alky-
nyl). Sometimes they contain 1-4C (alkyl) or 2-4C (alkenyl or
alkynyl). A single group can include more than one type of
multiple bond, or more than one multiple bond; such groups
are included within the definition of the term “alkenyl” when
they contain at least one carbon-carbon double bond, and they
are 1ncluded within the term “alkynyl” when they contain at
least one carbon-carbon triple bond.

Alkyl, alkenyl and alkynyl groups are often substituted to
the extent that such substitution makes sense chemically.
Typical substituents include, but are not limited to, halo, —0,
—N—CN, —=N—OR, —=NR, OR, NR,, SR, SOR, SO,R,
SO,NR,, NRSO,R, NRCONR,, NRCOOR, NRCOR, CN,
COOR, CONR,, OOCR, COR, and NO,, wherein each R 1s
independently H, C1-C8 alkyl, C2-C8 heteroalkyl, C1-C8
acyl, C2-C8 heteroacyl, C2-C8 alkenyl, C2-C8 heteroalk-
enyl, C2-C8 alkynyl, C2-C8 heteroalkynyl, C3-C12 aryl,
C5-C12 heteroaryl, C5-C20 arylalkyl, or C5-C20 heteroary-
lalkyl, and each R 1s optionally substituted with one or more
groups selected from halo, —0O, —=N-—CN, —N—O0R',
—NR', OR', NR',, SR', SOR', SO,R', SO,NR',, NR'SO,R,
NR'CONR',, NR'COOR', NR'COR', CN, COOR', CONR',,
OOCR', COR!, and NO,, wherein each R' 1s independently H,
C1-C8 alkyl, C2-C8 heteroalkyl, C1-C8 acyl, C2-C8 heteroa-
cyl, C5-C12 aryl, C5-C12 heteroaryl, C5-C20 arylalkyl, or
C5-C20 heteroarylalkyl. Alkyl, alkenyl and alkynyl groups
can also be substituted by C1-C8 acyl, C2-C8 heteroacyl,
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C5-C12 aryl or C5-C12 heteroaryl, each of which can be
substituted by the substituents that are appropriate for the
particular group.

“Heteroalkyl”, “heteroalkenyl”, and “heteroalkynyl” and
the like are defined similarly to the corresponding hydrocar-
byl (alkyl, alkenyl and alkynyl) groups, but the ‘hetero’ terms
refer to groups that contain one or more heteroatoms selected
from O, S and N and combinations thereot, within the back-
bone residue; thus at least one carbon atom of a corresponding,
alkyl, alkenyl, or alkynyl group 1s replaced by one of the
specified heteroatoms to form a heteroalkyl, heteroalkenyl, or
heteroalkynyl group. Preferably, each heteroalkyl, heteroalk-
enyl and heteroalkynyl group contains only 1-2 heteroatoms
as part of the skeleton of backbone of the heteroalkyl group.,
1.€., not including substituents that may be present.

The typical and preferred sizes for heteroforms of alkyl,
alkenyl and alkynyl groups are generally the same as for the
corresponding hydrocarbyl groups, and the substituents that
may be present on the heteroforms are the same as those
described above for the hydrocarbyl groups. Where such
groups contain N, the nitrogen atom may be present as NH or
it may be substituted if the heteroalkyl or similar group 1is
described as optionally substituted. Where such groups con-
tain S, the sulfur atom may optionally be oxidized to SO or
SO, unless otherwise indicated. For reasons of chemical sta-
bility, 1t 1s also understood that, unless otherwise specified,
such groups do not include more than two contiguous het-
croatoms as part of the heteroalkyl chain, although an oxo

group may be present on N or S as 1n a nitro or sulfonyl group.
Thus —C(O)NH,, can be a C2 heteroalkyl group substituted

with —0O; and —SO,NH— can be a C2 heteroalkylene,
where S replaces one carbon, N replaces one carbon, and S 1s
substituted with two —O groups.

While “alkyl” as used herein includes cycloalkyl and
cycloalkylalkyl groups, the term “cycloalkyl” may be used
herein to specifically describe a carbocyclic non-aromatic
group that 1s connected via a ring carbon atom, and
“cycloalkylalkyl” may be used to describe a carbocyclic non-
aromatic group that 1s connected to the base molecule through
an alkyl linker. Similarly, “heterocyclyl” may be used to
describe a non-aromatic cyclic group that contains at least one
heteroatom as a ring member and that 1s connected to the
molecule via a ring atom of the cyclic group, which may be C
or N; and “heterocyclylalkyl” may be used to describe such a
group that 1s connected to another molecule through an alkyl
linker. The sizes and substituents that are suitable for the
cycloalkyl, cycloalkylalkyl, heterocyclyl, and heterocyclyla-
lkyl groups are the same as those described above for alkyl
groups. The size of a cycloalkylalkyl or heterocyclylalkyl
group describes the total number of carbon atoms or of carbon
atoms plus heteroatoms that replace carbon atoms of an alkyl,
alkenyl, alkynyl, cycloalkyl, or alkylenyl portion. As used
herein, these terms also include rings that contain a double
bond or two, as long as the ring 1s not aromatic.

As used herein, “acyl” encompasses groups comprising an
alkyl, alkenyl, alkynyl, aryl or arylalkyl radical attached at
one of the two available valence positions of a carbonyl car-
bon atom, e.g., —C(—0O)R where R 1s an alkyl, alkenyl,
alkynyl, aryl, or arylalkyl group, and heteroacyl refers to the
corresponding groups wherein at least one carbon other than
the carbonyl carbon has been replaced by a heteroatom cho-
sen from N, O and S. Thus heteroacyl includes, for example,
—C(=0)OR and —C(=O)NR,, as well as —C(=—0O)-het-
croaryl.

Acyl and heteroacyl groups are bonded to any group or
molecule to which they are attached through the open valence
of the carbonyl carbon atom. Typically, they are C1-C8 acyl
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groups, which include formyl, acetyl, pivaloyl, and benzovl,
and C2-C8 heteroacyl groups, which include methoxyacetyl,
cthoxycarbonyl, and 4-pyridinoyl. The hydrocarbyl groups,
aryl groups, and heteroforms of such groups that comprise an
acyl or heteroacyl group can be substituted with the substitu-
ents described herein as generally suitable substituents for
cach of the corresponding component of the acyl or heteroa-
cyl group.

As used herein, the terms “thioacyl” and “heterothioacyl”
encompass groups comprising an alkyl, alkenyl, alkynyl, aryl
or arylalkyl radical, or a heteroform of one of these, attached
at one of the two available valence positions of a thiocarbonyl
carbon atom, ¢.g., —C(=S)R where R 1s an alkyl, alkenyl,
alkynyl, aryl, or arylalkyl group

“Aromatic” moiety or “aryl” moiety refers to amonocyclic
or Tused bicyclic moiety having the well-known characteris-
tics of aromaticity; examples include phenyl and naphthyl.
Similarly, “heteroaromatic” and “heteroaryl” refer to such
monocyclic or fused bicyclic ring systems which contain as
ring members one or more heteroatoms selected from O, S
and N. The inclusion of a heteroatom permits aromaticity 1n
S-membered rings as well as 6-membered rings. Typical het-
croaromatic systems include monocyclic C5-C6 aromatic
groups such as pyridyl, pyrimidyl, pyrazinyl, pyridazinyl,
triazinyl, thienyl, furanyl, pyrrolyl, pyrazolyl, thiazolyl,
1sothiazolyl, oxazolyl, 1soxazolyl, imidazolyl, triazolyl, thia-
diazolyl, oxadiazolyl, and tetrazolyl rings, and the fused bicy-
clic moieties formed by fusing one of these monocyclic
groups with a phenyl ring or with any of the heteroaromatic
monocyclic groups to form a C8-C10 bicyclic group such as
indolyl, benzimidazolyl, indazolyl, benzotriazolyl, 1soquino-
linyl, quinolinyl, benzothiazolyl, benzofuranyl, benzothie-
nyl, benzisoxazolyl, pyrazolopyridyl, quinazolinyl, quinox-
alinyl, cinnolinyl, and the like. Any monocyclic or fused ring
bicyclic system which has the characteristics of aromaticity
in terms of electron distribution throughout the ring system 1s
included 1n this defimition. It also includes bicyclic groups
where at least one ring has the characteristics of aromaticity,
even though 1t may be fused to a nonaromatic ring. Typically,
the ring systems contain 5-12 ring member atoms. Preferably
the monocyclic heteroaryl groups contain 5-6 ring members,
and the bicyclic heteroaryls contain 8-10 ring members.

Aryl and heteroaryl moieties may be substituted with a
variety ol substituents including C1-C8 alkyl, C2-C8 alkenyl,
C2-C8 alkynyl, C5-C12 aryl, C1-C8 acyl, C5-20 arylalkyl,
and heteroforms of these, each of which can itself be further
substituted; other substituents for aryl and heteroaryl moi-
cties 1nclude halo, OR, NR,, SR, SOR, SO,R, SO,NR.,,
NRSO,R, NRCONR,, NRCOOR, NRCOR, CN, COOR,
CONR,, OOCR, C(O)R, and NO,, wherein each R 1s 1nde-
pendently H, C1-C8 alkyl, C2-C8 heteroalkyl, C2-C8 alk-
enyl, C2-C8 heteroalkenyl, C2-C8 alkynyl, C2-C8 het-
croalkynyl, C5-C12 aryl, C3-C12 heteroaryl, C5-C20
arylalkyl, or C5-C20 heteroarylalkyl, and each R 1s optionally
substituted as described above for alkyl groups. The substitu-
ent groups on an aryl or heteroaryl group may of course be
turther substituted with the groups described herein as suit-
able for each type of group that comprises the substituent.
Thus, for example, an arylalkyl substituent may be substi-
tuted on the aryl portion with substituents described herein as
typical for aryl groups, and 1t may be further substituted on
the alkyl portion with substituents described herein as typical
or suitable for alkyl groups.

Similarly, “arylalky]l” and “heteroarylalkyl™ refer to aro-
matic and heteroaromatic ring systems which are bonded to
their attachment point through a linking group such as an
alkylene, including substituted or unsubstituted, saturated or
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unsaturated, cyclic or acyclic linkers. Typically the linker 1s
C1-C8 alkyl or a hetero form thereot. These linkers may also
include a carbonyl or thiocarbonyl group, thus making them
able to provide substituents as an acyl, heteroacyl, thioacyl or
heterothioacyl moieties.

An aryl or heteroaryl ring 1n an arylalkyl or heteroarylalkyl
group may be substituted with the same substituents
described above for aryl groups. Preferably, an arylalkyl
group ncludes a phenyl ring optionally substituted with the
groups defined above for aryl groups and a C1-C4 alkylene
that 1s unsubstituted or 1s substituted with one or two C1-C4
alkyl groups or C1-C4 heteroalkyl groups, where the alkyl or
heteroalkyl groups can optionally cyclize to form a ring such
as cyclopropane, dioxolane, or oxacyclopentane, and wherein
the alkyl or heteroalkyl groups may be optionally fluorinated.

Similarly, a heteroarylalkyl group preferably includes a
C5-C6 monocyclic heteroaryl group that 1s optionally substi-
tuted with the groups described above as substituents typical
on aryl groups and a C1-C4 alkylene that 1s unsubstituted or
1s substituted with one or two C1-C4 alkyl groups or het-
eroalkyl groups, or 1t includes an optionally substituted phe-
nyl ring or C35-C6 monocyclic heteroaryl and a C1-C4 het-
eroalkylene that 1s unsubstituted or 1s substituted with one or
two C1-C4 alkyl or heteroalkyl groups, where the alkyl or
heteroalkyl groups can optionally cyclize to form a ring such
as cyclopropane, dioxolane, or oxacyclopentane.

Where an arylalkyl or heteroarylalkyl group 1s described as
optionally substituted, the substituents may be on either the
alkyl or heteroalkyl portion or on the aryl or heteroaryl por-
tion of the group. The substituents optionally present on the
alkyl or heteroalkyl portion are the same as those described
above for alkyl groups generally; the substituents optionally
present on the aryl or heteroaryl portion are the same as those
described above for aryl groups generally.

“Arylalkyl” groups as used herein are hydrocarbyl groups
if they are unsubstituted, and are described by the total num-
ber of carbon atoms 1n the ring and alkylene or similar linker.
Thus a benzyl group 1s a C7-arylalkyl group, and phenylethyl
1s a C8-arylalkyl.

“Heteroarylalkyl” as described above refers to a moiety
comprising an aryl group that 1s attached through a linking
group, and differs from “arylalkyl” in that at least one ring
atom of the aryl moiety or one atom 1n the linking group 1s a
heteroatom selected from N, O and S. The heteroarylalkyl
groups are described herein according to the total number of
atoms 1n the ring and linker combined, and they include aryl
groups linked through a heteroalkyl linker; heteroaryl groups
linked through a hydrocarbyl linker such as an alkylene; and
heteroaryl groups linked through a heteroalkyl linker. Thus,
for example, C7-heteroarylalkyl would include pyridylm-
cthyl, phenoxy, and N-pyrrolylmethoxy.

“Alkylene” as used herein refers to a divalent hydrocarbyl
group; because 1t 1s divalent, 1t can link two other groups
together. Typically 1t reters to —(CH,), — where n 1s 1-8 and
preferably n 1s 1-4, though where specified, an alkylene can
also be substituted by other groups, and can be of other
lengths, and the open valences need not be at opposite ends of
a chamn. Thus —CH(Me)- and —C(Me),- may also be
referred to as alkylenes, as can a cyclic group such as cyclo-
propan-1,1-diyl. However, for clarity, a three-atom linker that
1s an alkylene group, for example, refers to a divalent group 1n
which the available valences for attachment to other groups
are separated by three atoms such as —(CH,),—, 1.e., the
specified length represents the number of atoms linking the
attachment points rather than the total number of atoms 1n the
hydrocarbyl group: —C(Me),- would thus be a one-atom
linker, since the available valences are separated by only one
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atom. Where an alkylene group 1s substituted, the substituents
include those typically present on alkyl groups as described
herein, thus —C(=—0)— 1s an example of a one-carbon sub-
stituted alkylene. Where 1t 1s described as unsaturated, the
alkylene may contain one or more double or triple bonds.

“Heteroalkylene” as used herein 1s defined similarly to the
corresponding alkylene groups, but the ‘hetero’ terms refer to
groups that contain one or more heteroatoms selected from O,
S and N and combinations thereof, within the backbone resi-
due; thus at least one carbon atom of a corresponding alkylene
group 1s replaced by one of the specified heteroatoms to form
a heteroalkylene group. Thus, —C(—O)NH— 1s an example
of a two-carbon substituted heteroalkylene, where N replaces
one carbon, and C 1s substituted with a —0O group.

In general, any alkyl, alkenyl, alkynyl, acyl, aryl or aryla-
lkyl group or any heteroform of one of these groups that 1s
contained 1n a substituent may itself be optionally substituted
by additional substituents. The nature of these substituents 1s
similar to those recited with regard to the primary substituents
themselves 11 the substituents are not otherwise described.
Thus, where an embodiment of, for example, R’ is alkyl, this
alkyl may optionally be substituted by the remaining substitu-
ents listed as embodiments for R” where this makes chemical
sense, and where this does not undermine the size limit pro-
vided for the alkyl per se; e.g., alkyl substituted by alkyl or by
alkenyl would simply extend the upper limit of carbon atoms
for these embodiments, and 1s not intended to be included.
However, alkyl substituted by halo, aryl, amino, alkoxy, —0,
—S, and the like would be included within the scope of the
invention, and the atoms of these substituent groups are not
counted 1n the number used to describe the alkyl, alkenyl, etc.
group that 1s being described. Where no number of substitu-
ents 1s specilied, each such alkyl, alkenyl, alkynyl, acyl, or
aryl group may be substituted with a number of substituents
according to 1ts available valences and 1n accord with known
principles of chemical stability; in particular, any of these
groups may be substituted with fluorine atoms at any or all of
the available valences on carbon atoms, for example.

“Heteroform™ as used herein refers to a dervative of a
group such as an alkyl, aryl, or acyl, wherein at least one
carbon atom of the designated carbocyclic group has been
replaced by a heteroatom selected from N, O and S. Thus the
heteroforms of alkyl, alkenyl, alkynyl, acyl, aryl, and aryla-
lkyl are heteroalkyl, heteroalkenyl, heteroalkynyl, heteroa-
cyl, heteroaryl, and heteroarylalkyl, respectively. It 1s under-
stood that no more than two N, O or S atoms are ordinarily
connected sequentially, except where an oxo group 1is
attached to N or S to form a nitro or sulfonyl group, or 1n the
case of certain heteroaromatic rings, such as triazine, triazole,
tetrazole, oxadiazole, thiadiazole, and the like.

“Optionally substituted” as used herein indicates that the
particular group or groups being described may have no non-
hydrogen substituents, or the group or groups may have one
or more non-hydrogen substituents. If not otherwise speci-
fied, the total number of such substituents that may be present
1s equal to the number of H atoms present on the unsubstituted
form of the group being described. Where an optional sub-
stituent 1s attached via a double bond, such as a carbonyl
oxygen (—0), the group takes up two available valences, so
the total number of substituents that may be included 1s
reduced according to the number of available valences.

“Halo”, as used herein includes fluoro, chloro, bromo and
10do. Fluoro and chloro are often pretferred.

“Amino” as used herein refers to NH,,, but where an amino
1s described as “substituted” or “optionally substituted”, the
term mcludes NR, wherein each R 1s independently H, or 1s

an alkyl, alkenyl, alkynyl, acyl, thioacyl, aryl, or arylalkyl
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group or a heteroform of one of these groups, and each of the
alkyl, alkenyl, alkynyl, acyl, thioacyl, aryl, or arylalkyl
groups or heteroforms of one of these groups 1s optionally
substituted with the substituents described herein as suitable
for the corresponding type of group. The term also includes
forms wherein the two R groups on one nitrogen atom are
linked together to form a 3-8 membered monocyclic azacy-
clic ring or an 8-12 membered bicyclic fused azacyclic ring
system, each of which may be saturated, unsaturated or aro-
matic and which may contain 1-3 heteroatoms independently
selected from N, O and S as ring members, and which may be
optionally substituted with the substituents described as suit-
able for alkyl groups or, if NR, 1s an aromatic group, it 1s
optionally substituted with the substituents described as typi-
cal for heteroaryl groups.

Asused herein, an ‘azacyclic’ group refers to a heterocyclic
group containing at least one nitrogen as a ring atom, wherein
the group 1s attached to the base molecule through a nitrogen
atom of the azacyclic ring. Typically these azacyclic groups
are 3-8 membered monocyclic rings or 8-12 membered bicy-
clic fused ring systems. An azacyclic group having more than
four ring members can optionally include one additional het-
eroatom selected from N, O and S, and an azacyclic group
having more than six ring members can optionally include
one or two additional heteroatoms selected from N, O and S.
Typically, an azacyclic group 1s non-aromatic, and such aza-
cyclic groups can optionally be substituted with substituents
that are suitable for alkyl groups. Typical examples of azacy-
clic groups include pyrrolidine, pyrrolidinone, piperidine,
piperidinone, morpholine, thiomorpholine, and piperazine.
In certain embodiments, an azacyclic group can be aromatic,
provided that at least one ring nitrogen atom is 1n a five
membered ring so the nitrogen can serve as the point of
attachment to the base molecule. Non-limiting examples of
aromatic systems that can be azacyclic groups include pyr-
role, imidazole, pyrazole, triazole, tetrazole, or indole, inda-
zole or benzimidazole.

The invention provides dimer and dimer-like compounds
of formula (I) that possess two structurally similar binding
domains, each of which includes a monocyclic or fused bicy-
clic ring system that 1s substituted by at least one aryl-con-
taining group, —W—X. These two domains are linked by a
linking group, and while similar, the domains need not be
identical. In certain embodiments of formula (I), the two
binding domains are the same, so the molecule 1s symmetric
about its linking group.

The apoptosis-promoting compounds of the invention are
sometimes described herein as ‘dimers’. These ‘dimers’
include both symmetric dimers formed containing two 1den-
tical monomers of, e.g., formula (4), or formula (7), or for-
mula (10), or formula (14), as well as unsymmetrical dimers.
The unsymmetrical dimers may contain two non-identical
monomers of a single class (e.g., both are compounds of
formula (4)), or they may contain monomers selected from
different classes, €.g., amonomer of formula (4) with a mono-
mer of formula (7) or (10) or (14).

In compounds of formula (I), the two amide-containing,
domains are linked together by a linkage depicted as Q-L-Q'.
As further described herein for specific embodiments, this
linkage can comprise numerous alternatives that can include
a chain that may be substituted and may be saturated or
unsaturated; 1t may also include a combination of cyclic and
acyclic features. L 1s often a C2-C20 hydrocarbyl group,
which may contain 1-2 heteroatoms 1n place of carbon atoms.
In many embodiments, each QQ and Q' represents a one or two
atom alkylene or heteroalkylene group, each of which can be
substituted, and L represents a C2-C20 hydrocarbyl linker,

10

15

20

25

30

35

40

45

50

55

60

65

26

optionally containing from 1-6 heteroatoms selected from N,
O and S, which 1s 2-10 atoms 1n length when counted along
the shortest path between Q and ', and wherein L can also be
further substituted.

As used herein, an “azacyclic ring core” refers to an aza-
cyclic rning which 1s selected from a saturated 3-8 membered
monocyclic azacyclic ring and a saturated 8-12 membered
tused polycyclic azacyclic ring, each of which may contain
0-2 additional heteroatoms selected from N, O, S, as ring
members. In certain embodiments of formula (I), the azacy-
clic ring core comprising ring A and the azacyclic ring core
comprising ring A' are different, meaning that their ring struc-
tures are different. In other embodiments of formula (I), the
azacyclic ring core comprising ring A and the azacyclic ring
core comprising ring A' are the same, meaning that their ring
structures are the same, although they may be differentially
substituted. In further embodiments, ring A and ring A' may

comprise identical azacyclic ring cores, bearing 1dentical sub-
stituents.

In compounds of formula (I), each of ring A and ring A
independently represents an azacyclic ring core which 1s
selected from a saturated 3-8 membered monocyclic azacy-
clic ring and a saturated 8-12 membered fused polycyclic
azacyclic ring, each of which may contain 0-2 additional
heteroatoms selected from N, O, S as ring members; and
wherein ring A 1s substituted with a group represented as
—W—X, and ring A' 1s substituted with a group represented
as W'—X', and each of ring A and ring A' may be optionally
substituted with from 1-4 additional substituents suitable for
its structure.

In compounds of formula (I), each J and I' 1s independently
H, CN, C1-C4 alkyl or C1-C4 alkyloxycarbonyl; each R' and
R*' is independently H or optionally substituted C1-C4 alkyl;
and each Z and 7' 1s independently an optionally substituted
C1-C6 aminoalkyl group.

In compounds of formula (1), each W and W'independently
represents C—0, C=—S, or an optionally substituted C,-C,
alkylene or C,-C; heteroalkylene; or W can be a bond where
X comprises an optionally substituted C35-C6 aryl or het-
croaryl ring, and/or W' can be a bond where X' comprises an
optionally substituted C5-C6 aryl or heteroaryl ring.

Each X and X' 1n formula (I) independently represents an
optionally substituted C5-C20 ring system comprising at
least one aromatic ring and up to four heteroatoms selected
from N, O and S, and can represent either a single 35-15
membered cyclic group or two 5-10 membered cyclic groups
that are both attached to the same atom of W or W', provided
that each X and X' comprises at least one aryl or heteroaryl
ring,

In compounds of formula (I), each Q and Q' independently
represents —CH,—,  —CH(OR)—,  —CH(R)—,
—(CH,),D-, —CH(R)D-, or —CR—CR— or —C=C—,
wherein r 1s 1-4, each D 1s independently O, NR, or S, and

wherein each R 1s independently H, or optionally substituted

1-C8 alkyl or optionally substituted C1-C8 heteroalkyl; or
one or both of Q and Q' can be a bond where L. comprises a
rng;

In preferred embodiments of formula (I), each of ring A
and ring A' 1s an azacyclic ring core independently selected
from the group consisting of:
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For such embodiments, where present, m1s 0-4;n1s 0-3;V
is O or S; R° is independently H or C1-C4 alkyl; —B repre-
sents —0, —S, H, or F,; and q 1s 1-4.

Each Y, where present, independently represents any sub-
stituent described herein as suitable for an alkyl group. For
example, each Y can be optionally substituted C1-C8 alkyl,
C5-C12 aryl, C5-C20 arylalkyl, or a heteroform of one of
these; or 1s —0O, OR, SR, S(O)R, SO,R, SO,NR,, NR,,
OC(O)R, NRC(O)R, NRCOOR, NRC(O)NR,, NRSO,R,
CN, C(O)NR,, C(O)R, COOR, NO, or halo, wherein each R
1s independently H, C,-C, alkyl, C3-C12 aryl or C5-C20
arylalkyl, or a heteroform of one of these. In further embodi-
ments, two Y groups on the same ring can cyclize to form a
3-6 membered ring that can be saturated, unsaturated or aro-
matic, and which ring may include a heteroatom selected
from O, S and N as a ring member and may be substituted; in
certain embodiments, two Y groups on adjacent atoms can
cyclize to form a phenyl ring that 1s fused to the azacyclic ring.

In another aspect, the invention provides a monomer of
formula (II), and methods of using them for the preparation of
compounds of formula (1), as further described herein.

For compounds of formula (II), each of ring A, and sub-
stituents J, R', W, X and Z are as described for formula (I).

In preferred embodiments of formula (II), ring A 1s an
azacyclic ring core selected from the group consisting of:

+ 4

W N W N
X./" \( X/ \(
V)™ . i\

TAFaVaTyWalely P

W N
< @
; and X
\W
Rﬁ

U 1n compounds of formula (II) represents a C1-C8 alkyl,
C1-C8 heteroalkyl, C2-C8 alkenyl, C2-C8 heteroalkenyl,
C2-C8 alkynyl, C2-C8 heteroalkynyl, C5-C12 aryl, C5-C12
heteroaryl, C5-C20 arylalkyl or C5-C20 heteroarylalkyl,
cach of which may be optionally substituted.

In compounds of formula (1), the two amide-containing,
domains are linked together by a linkage depicted as Q-L-Q'.
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This linkage can comprise numerous alternatives that can
include a chain that may be substituted and/or unsaturated; 1t
may also include a combination of cyclic and acyclic features.
In many embodiments, each Q and Q' represents a one or two
atom alkylene or heteroalkylene group, each of which can be
substituted, and L represents a C2-C20 hydrocarbyl linker,
optionally contaiming from 1-6 heteroatoms selected from N,
O and S, which 1s 2-10 atoms 1n length when counted along
the shortest path between Q and ', and wherein L can also be
further substituted.

In formula (1), L 1s a linker that connects Q and (Q', and the
connection between Q and Q' 1s 2-10 atoms 1n length when
counted along the shortest path between Q and Q'. L 1s often
a C2-C20 hydrocarbyl group, which may contain 1-2 heteroa-
toms 1n place of carbon atoms. L can be substituted as
described herein with substituents that are suitable for 1its
structure. L. can comprise one or more rings as part of the
linker connecting Q and Q', which ring or rings may form the
linker or may be fused to the linking atoms that form the
shortest path between Q and Q'. In many embodiments, L 1s
an acyclic alkylene or an unsaturated alkylene (alkenylene or
alkynylene), which may be substituted. In certain embodi-
ments, such alkylene linker 1s preferably unsaturated, and
may be an alkynylene linker. In some embodiments, L 1s
symmetric, and frequently L 1s 4-6 atoms 1n length, counting
along the shortest path (by atom count) between (Q and Q'. L
can also include one or two heteroatoms selected from N, O
and S, but does not include a disulfide linkage.

L. can be substituted by substituents including rings, and it
can comprise one or more rings as part of the linkage that
connects (Q and Q' together. Where L comprises at least one
ring that 1s part of or 1s fused to the shortest path (by atom
count) connecting Q and Q', Q and/or Q' 1n formula (1) can be
a bond as well as any of the other structures described herein
for Q and Q'. Where L comprises a ring, the ring(s) may be
cycloalkyl, heterocyclyl, aryl, or heteroaryl, and may be fur-
ther substituted. Such rings can be connected to (Q and/or ('
(or, where Q and/or Q' represents a bond, the rings can be
connected by the bond Q or Q' directly to the carbon to which
I or I' 1s attached), at any ring position, and may be attached

either directly or through an intervening alkylene or het-
croalkylene group, provided the shortest path (by atom count-
ing) between Q and Q' consists of 2-10 atoms, and preferably
2-4 atoms or 4-6 atoms. For example, L. could be a cyclo-
hexan-1,4-diyl linker, or a 1,3-disubstituted aryl or heteroaryl
linker, or a biaryl linker where Q 1s attached to one ring of the
biaryl and Q' 1s attached to the other ring of the biaryl.

In some embodiments, L. comprises a phenyl ring that may
be 1.2-disubstituted, or 1,3-disubstituted, or 1.4-disubsti-

tuted, by the groups Q and QQ', which may be directly attached
to the ring or may be separated from the ring by one or more
atoms that are included 1n L. In some such embodiments this

phenyl ring 1s connected directly to Q or Q' and the Q or Q' to
which that phenyl 1s attached 1s either CH, or a bond. For
example, such compounds can be derived from phenylgly-
cine, phenylalanine or tyrosine derivatives. In some such
embodiments, Q-L-Q' represents a structure selected from the
following group:

_\ o /Q’
Q4<\ // ——(CHy),
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-continued
— /° — /°
Q4<\ />_(CH2)q Q4<\ />7%=%_(CH2)5;
Q Q
g S, S e N
\ / =~ \ / e
Q Q
A /°
TR )
Q Q

— Q’
(C{I) < C=C (C{I)
v\

wherein each g 1s independently 0-4, and each phenyl ring

1s optionally substituted with 1-2 groups selected from C1-C4
alkyl, C1-C4 alkoxy, CF;, and halo. Q and Q' in these embodi-

ments are as defined for formula (1), and 1n some preferred
embodiments, Q 1s either a bond or CH.,,.

In other embodiments, L. comprises at least one triazole
ring that 1s part of the linker between Q and Q'. In certain
embodiments, each QQ and Q' independently represents a
bond, —CH,— or —CH(R)O—, where R 1s H or methyl. In
specific embodiments, Q-L-Q' represents a group selected
from:

Q Q'
N)% (J\N
| N v
Nt

N—N N—N
k o
Q
Q Q Q'
N)w (EN N \ / N
NS L\t
o o

k
Q Q
N 0

N/\ ZN
N/ O\
N—N N—N

et

wherein each k 1s independently 1-4.

In certain embodiments, . 1s a saturated or unsaturated
alkylene group that 1s 2-8 atoms 1n length along the shortest
path connecting Q and Q', and may be substituted. Some
saturated embodiments of L include 1,3-propylene, 1,4-bu-
tylene, 1,5-pentylene and 1,6-hexylene, or 1,4-cyclohexy-
lene, each of which can be substituted. When L 1s unsaturated,
it 1s sometimes 1,4-but-2-enylene (—CH,—CH—CH—
CH,—), 1,4-buta-1,3-dienylene (—CH—CH-—CH—CH);
1,4-buta-1,3-diynylene (—(C=C—C=C—); or an option-
ally substituted version of one of these. Alternatively, L. can be
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an aryl ring such as 1,2- or 1,3- or 1,4-disubstituted phenyl or
pyridyl, or 1t can be an aryl ring and an alkylene group, or an
aryl ring and two alkylene groups combined, for example 1t
canbe —CH,—Ar—or—CH,—Ar—CH,—, where Ar rep-
resents a 5- or 6-membered aromatic or heteroaromatic ring.
L. can also include one or more heteroatoms, for example, 1t
can be —O—Ar—0O— or —S—Ar— or —NH—Ar—
CH,— or a substituted version of one of these.

The same groups described here for L 1n compounds of
formula (1) are also suitable for L in compounds of formulas
(2)-3), (5)-(6), (8)-(9), (11)-(13) or (15)-(17).

In compounds of formula (1), each Q and Q' independently
represents a one or two carbon alkylene or heteroalkylene
group. For example, each Q and Q' can independently be
—CH,—, —CH(OR)—, —CH(R)—, —(CH,),D-, —CH
(R)D-, whereinr 1s 1-4 and each D 1s independently O, NR, or
S, or each Q and Q' can independently be an unsaturated
two-carbon linker such as —CR—CR— or —(C=C—,
wherein each R 1s independently H, or optionally substituted
C,-C, alkyl or optionally substituted C,-C, heteroalkyl; or
one or both of Q and Q' can be a bond where L. comprises a
ring. A preferred embodiment for each Q and Q' 1s methylene
(—CH,—), or alkyl-substituted methylene, for example
—CH(Me)-, or Q and/or Q' can be —CH,O— or —(CH,,),
NH—.

In some embodiments of formula (1), each of Q and/or Q'
can also represent a bond when L comprises a ring, as
described above. In embodiments where L. comprises a ring,

Q and Q' are often independently a bond or —CH,—, and 1n
some embodiments Q or Q' can be —CH,O— or —CH(Me)

O—.

The same groups as described here for Q and Q' in com-
pounds of formula (1) are also suitable for Q and Q' 1n com-
pounds of formulas (2), (3)-(6), (8)-(9), (11)-(13) or (15)-
(17).

In compounds of formula (2) and (3), L 1s sometimes a 3-8
atom linker that i1s typically an alkylene or alkenylene or
alkynylene, or a heteroform of one of these, each of which
may be substituted. Frequently L 1s symmetric, about its
central atom (1f the chain connecting the two available
valences 1s an odd number of atoms 1n length) or 1ts central
bond (if the chain connecting the two available valences 1s an
even number of atoms 1n length).

In compounds of formula (1), n and n' can independently be
0-3, and 1n some embodiments n and n' are the same. In
certain embodiments n and n' are each selected from 1 and 2
and can be the same or different; in specific embodiments, n
and n' are both 1.

In compounds of formula (1), Jand J' can be H, CN, C1-C4
alkyl or C1-C4 alkyloxycarbonyl. In many embodiments, J
and I' are each selected from H and methyl. In certain embodi-
ments both J and I' are the same, and both may be H. The
groups described here for J and I' in compounds of formula
(1) are also suitable for J and/or J' in compounds of formulas
(4), (5), (7). (9), (10), (13) or (14).

In compounds of any of formulas (1) to (17), (Y),, and
(Y"), ., where present, independently represent one or more
substituents (up to four substituents) optionally present on the
nitrogen-contaiming ring. Each of m and m' may be 0-4, and in
certain embodiments, the two binding domains may be dii-
terently substituted. However, in certain embodiments m and
m' are the same. In many embodiments, each of m and m' 1s
either O or 1. Specific embodiments include m=m'=1 and
m=m'=0.

Where m or m' 1s other than zero, each Y and each Y'
present 1s independently selected from the substituents
described herein as suitable for alkyl groups. In some




US 7,807,699 B2

31

embodiments where m 1s 1, Y or Y' or both may represent a
carbonyl (—0). In other embodiments where m1s 1-4, eachY
and Y'1s C1-C4 alkyl or C1-C4 alkyloxy. In certain embodi-
ments, two Y groups on a single nitrogen-containing ring can
cyclize to form a ring having 3-6 ring members and optionally
containing one heteroatom (N, O or S) as a ing member, and
in one such embodiment twoY groups on adjacent atoms may
be cyclized together to form an aryl ring, such as a phenyl
ring, that 1s fused to the nitrogen-containing ring shown. The
aryl ring 1n such embodiments may be substituted with the
groups described herein as suitable substituents for aryl rings.

In compounds of any of formulas (I), (II), and (1) to (17),
each R' and R', where present, is independently selected
from H and C1-C4 alkyl; if R' and R' represents alkyl, it may
optionally be substituted; in some embodiments 1t 1s substi-
tuted with a carbonyl adjacent to the N to which the R' and R*
is attached, providing an acyl group. One embodiment of R
and R' is thus formyl or acetyl or methoxyacetyl. In preferred
embodiments, one or both of R' and R* represent H.

Each of Z and/or Z' in compounds of formula (1), (II), (1),
(2) and (4) through (17) 1s an optionally substituted C1-C6
aminoalkyl group. This can be a C1-C6 alkyl group that 1s
substituted with at least one amine group and 1s optionally
substituted with one or more other groups suitable as sub-
stituents for an alkyl group. In some embodiments, Z or Z' can
be a 1-aminoalkyl group such as a 1-aminomethyl or 1-ami-
noethyl or 1-aminopropyl, where the amine group 1s substi-
tuted with one or two optionally substituted C1-C8 alkyl
groups, and may also be substituted with a C1-C8 acyl or
heteroacyl group. Examples of acyl or heteroacyl groups
usetul on the amine of this aminoalkyl group include —C(O)
Me, —C(O)CF;, —C(O)CH(R)NH,, and the like.

A typical embodiment of Z or 7' 1s 1-aminopropyl, or
]l -aminoethyl or aminomethyl, or 1-methylaminopropyl, or
1 -methylaminoethyl or methylaminomethyl. Alternatively, Z
or /' can be 1-ethylaminomethyl or 1-ethylaminoethyl.
Where 7 or 7' has a chiral center adjacent to the carbonyl to
which 1t 1s connected, the chiral center may have either the (R)
or the (S) configuration. For specific embodiments, 1t 1s some-
times preferably 1n the (S) absolute configuration. In certain
embodiments, Z and 7' are the same, though they can be
different.

In certain embodiments of formulas (I11), (4), (7), (10) and
(14), Z 1s often a protected amine. One of skill in the art would
appreciate that appropriate amine protecting groups may vary
depending on the functionality present in the particular
monomer. Suitably protected amines may include, for
example, amines protected as carbamates (e.g. tert-butoxy-
carbonyl, benzyloxycarbonyl, fluorenylmethyloxy-carbonyl,
allyloxycarbonyl or (trialkylsilyl)ethoxycarbonyl), carboxa-
mides (e.g. formyl, acyl or trifluoroacetyl), sulfonamides,
phthalimides, Schifl base derivatives, and the like. Where 7 1s
a protected amine, 1t 1s sometimes desirable to remove the
protecting group after coupling two of the ‘monomers’ to
form a dimeric compound. Thus, the method of making a
compound a dimeric compound of formula (I), (1), (2), (3),
(3), (6), (8), (9), (11), (12), (13), (15), (16) or (17), as
described herein also optionally includes a step of removing
any protecting groups on the amine 7 (and/or 7).

In compounds of formulas (1), (II) and (1) to (17), each W
and W', where present, may independently represent a carbo-
nyl (C=0), a thiocarbonyl (C=—=S) or an optionally substi-
tuted C2-C6 alkylene or C2-C6 heteroalkylene linker to
which X or X' i1s attached. Thus, each —W—X (and/or
—W'—X") can represent a group of the form —C(O)NR—
(CHR),—X, where p1s 0, 1 or 2 and each R 1s H or a C1-C4

alkyl or C1-C4 heteroalkyl group. In specific embodiments,
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cach —W—X and —W'—X' mdependently represents
—C(O)NR—(CHR),—X, where pis O or 1 and each R 1s H

or methyl. In some such embodiments, X or X' 1s an option-
ally substituted phenyl ring; or two phenyl rings, each of
which may be optionally substituted; or 1s a tetrahydronaph-
thyl, indanyl or fluorenyl ring system; or 1s an optionally
substituted 5- or 6-membered heteroaromatic ring containing,
1-4 heteroatoms selected from N, O or S. In specific embodi-
ments, X and/or X' comprises a phenyl, thiazole or tetrazole
ring, optionally substituted by one or more substituents
described herein as preferred substituents when present on an
aryl or heteroaryl ring that 1s part of X or X'. In some such
embodiments, X and/or X' comprises a thiazole or tetrazole
ring substituted with at least one C5-C12 aryl, C3-C12 het-
eroaryl, C5-C12 arylalkyl or C5-C12 heteroarylalkyl group,
cach of which may be further substituted. Preferably, the
thiazole or tetrazole ring 1s substituted with an optionally
substituted phenyl ring, an optionally substituted naphthyl
ring, or a benzyl group.

In other embodiments of formulas (I), (II), and (1) to (17),
W and/or W' represents a C2-C6 alkylene or C2-C6 het-
eroalkylene linker. For example, each of W and/or W' inde-
pendently represents a group of the form —(CH,),—,
—CH,—0—(CH,),— —CH,S(CH,),—, —CH,5(0)
(CH,),—, —CH,S0O,(CH,),—, —CH,NR(CH,),—, or
—CH,NRSO,(CH,),—, where p1s 0, 1, or 2, and R 1s H, or
1s optionally substituted C1-C8 alkyl or C5-C12 arylalkyl. In
some such embodiments, X and/or X' represents an option-
ally substituted phenyl ring, or a tetrahydronaphthyl or inda-
nyl ring system.

In further embodiments of formulas (1), (II), and (1) to (17),
W may be a bond where X comprises an optionally substi-
tuted C5-C6 aryl or heteroaryl ring and/or W' may be a bond
where X' comprises an optionally substituted C5-C6 aryl or
heteroaryl ring. In some such embodiments, each X and/or X'
comprises a phenyl, pynidyl, pyrimidyl, pyrazinyl, pyridazi-
nyl, triazinyl, thienyl, furanyl, pyrrolyl, pyrazolyl, thiazolyl,
1sothiazolyl, oxazolyl, 1soxazolyl, imidazolyl, triazolyl, thia-
diazolyl, oxadiazolyl, or tetrazolyl ring, each of which may be
optionally substituted, as further described herein.

In certain embodiments, W and/or W' 1s a bond, where X
and/or X' comprises a phenyl, pyridyl, pyrimidyl, thiazole or
tetrazole ring, each ol which may be optionally substituted. In
specific embodiments, X and/or X' comprises a phenyl,
pyridyl or pyrimidinyl ring, preferably substituted with
CH,R, CF,R, C(O)R, OR, SR, S(O)R, SO,R, or NR,,, where
cach R 1sindependently H, C1-C4 alkyl, CF,, or an optionally
substituted C5-C6 aryl or optionally substituted C3-C6 het-
croaryl ring. In other preferred embodiments, X and/or X'
comprises a substituted phenyl rnng which 1s a diphenyl-
methane, phenoxyphenyl, thiophenoxyphenyl, benzophe-
none, or N-phenyl benzenecamine ring; preferably, the sub-
stituent on the phenyl ring 1s oriented meta to the bond
represented as W and/or W',

In some embodiments, W represents a bond where X com-
prises an optionally substituted thiazole ring or an optionally
substituted tetrazole ring. In other embodiments, W' repre-
sents a bond where X' comprises an optionally substituted
thiazole ring or an optionally substituted tetrazole ring. In
certain embodiments, X and/or X' comprises a triazole or
tetrazole ring substituted with at least one C5-C12 aryl,
C5-C12 heteroaryl, C3-C12 arylalkyl or C5-C12 heteroary-
lalkyl group. In preferred embodiments, X and/or X' 1s sub-
stituted with at least one phenyl or naphthyl ring, wherein said
phenyl or naphthyl ring may itself be further substituted by
substituents described herein as suitable for aryl rings.
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Each of W and W' may be independently selected, so they
can be the same or different; 1n some embodiments, W and W'
are the same.

Each of X and/or X' in compounds of formulas (1), (II), and
(1)-(17), where present, represents a C3-C20 ring system
comprising at least one aryl or heteroaryl group and up to four
heteroatoms as ring members, and can be a single 5-15 mem-
bered cyclic group or 1t can be two 5-10 membered cyclic
groups that are both attached to a single atom of W. Each of
these cyclic groups can be a single ring, a fused ring system,
or linked rings such as a biaryl group. Optionally, each X and
X' can be substituted and can include up to four heteroatoms
selected from O, N and S. Thus by way of example, each X
and X' can comprise an aryl or heteroaryl ring, which can be
monocyclic or bicyclic provided at least one ring of a bicyclic
group 1s aromatic, or it can represent two 5-10 membered
cyclic group provided that at least one of them comprises an
aryl or heteroaryl ring.

In specific embodiments of compounds of formulas (1),
(I), and (1)-(17), each X and/or X', where present, can com-
prise a phenyl, naphthyl, biphenyl, pynidyl, pyrimidyl,
pyrazinyl, pyridazinyl, triazinyl, thienyl, furanyl, pyrrolyl,
pyrazolyl, thiazolyl, 1sothiazolyl, oxazolyl, 1soxazolyl, 1mi-
dazolyl, triazolyl, thiadiazolyl, oxadiazolyl, or tetrazolyl
ring, each of which may be optionally substituted; or X and/or
X' can comprise the fused bicyclic moieties formed by fusing,
one of these monocyclic groups with a phenyl ring or with any
ol the heteroaromatic monocyclic groups to form a C8-C10
bicyclic group such as indolyl, benzimidazolyl, indazolyl,
benzotriazolyl, 1soquinolinyl, quinolinyl, benzothiazolyl,
benzofuranyl, benzothienyl, benzisoxazolyl, benzoxadiaz-
ole, benzothiadiazole, pyrazolopyrnidyl, quinazolinyl, qui-
noxalinyl, cinnolinyl, and the like; or X and/or X' can com-
prise a 5- or 6-membered saturated ring fused to a 3- or
6-membered aryl or heteroaryl ring, such as a tetrahy-
dronaphthyl ring system, an indanyl ring system, a fluorenyl
ring system, or similar fused ring system having two aromatic
or heteroaromatic rings or having a saturated or partially
unsaturated 5- or 6-membered carbocyclic or heterocyclic
ring fused to a 5- or 6-membered aryl or heteroaryl ring, each
of which can be substituted on either or both rings.

In some preferred embodiments, X and/or X' can be a
phenyl ring, which can be substituted; or two phenyl rings on
one atom of W or W', which can be substituted on one or both
phenyl rings; or X and/or X' can be a tetrahydronaphthyl
group or an indanyl group; or X and/or X' can be an optionally
substituted 5- or 6-membered heteroaromatic ring containing
1-4 heteroatoms selected from N, O, and S. In certain pre-
ferred embodiments, X and/or X' comprises an optionally
substituted thiazole ring or an optionally substituted tetrazole
ring.

Each of X and X' may be independently selected, and can

be the same or different; in some embodiments they are the
same.

When X or X' comprises a 5- or 6-membered saturated ring,
fused to a 5- or 6-membered aryl or heteroaryl ring, 1n some
embodiments, X or X' 1s attached to W or W' through an atom
in the saturated ring. For example, X or X' can represent a
tetrahydronaphthyl or indanyl ring system, wherein each X or
X' 1s attached to W or W' through any carbon atom 1n the
saturated 5- or 6-membered ring.

In certain embodiments, X or X' comprises one or two aryl
or heteroaryl rings, preferably one or two phenyl rings; and
cach aryl or heteroaryl ring 1s attached to W or W' through a
terminal carbon atom of W or W'. For example, —W—X or
—W'—X' can comprise a benzyl, phenethyl, pyridylmethyl,
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diphenylmethyl group, or the like, wherein the aryl or het-
croaryl ring 1n any of these embodiments may be optionally
substituted.

In further embodiments, X and/or X' comprises a S-mem-
bered heteroaromatic ring which 1s a thienyl, furanyl, pyrro-
lyl, pyrazolyl, thiazolyl, 1sothiazolyl, oxazolyl, isoxazolyl,
imidazolyl, triazolyl, thuadiazolyl, oxadiazolyl, or tetrazolyl
ring, each of which may be optionally substituted.

Preferred substituents when present on an aryl or het-

eroaryl ring that 1s part of X or X' include C1-C4 alkyl, C1-4
heteroalkyl, C1-C4 alkenyl, C1-4 heteroalkenyl, C1-C4 alky-
nyl, C1-4 heteroalkynyl, OR, NR,, SR, S(O)R, SO,R, C(O)R,
C5-C12 aryl, C5-C12 heteroaryl, C5-C12 arylalkyl, C5-C12
heteroarylalkyl, and halo, where each R 1s independently H,
or C1-C4 alkyl, C1-C4 heteroalkyl, C3-C12 aryl, C5-C12
heteroaryl, C5-C12 arylalkyl, or C5-C12 heteroarylalkyl,
cach of which may be further substituted with groups suitable
for 1ts structure; and wherein any alkyl or arylalkyl substitu-
ent may be optionally fluorinated on the alkyl portion.

For compounds of formula (2), m, Q, W, X, Y and Z are as
described for formula (1), and the compound contains two of
the amino acid-derived binding domains that have the same
formula, but may differ in stereochemistry. Frequently, m 1s 0
or 1, and where m 1s 1, Y 1s often carbonyl, C1-C4 alkyl or
C1-C4 alkoxy. For compounds of formula (2), Q 1s preferably
—CH,—, —CH(OR)—, —CH(R)—, —CH,O0—, —CH(R)
O—, or —(CH,),NH—, wherein R 1s H, or C,-C, alkyl or
C,-C, heteroalkyl. In many embodiments, Q 1s —CH — or
—CH(Me)-. In certain embodiments, Q 1s a bond where L
comprises a ring. Any ol the groups described for L 1n formula
(1) 1s suitable for L 1n compounds of formula (2). In preferred
embodiments of formula (2), L represents a C,-C,, alkylene,
C5-C12 arylene, or C3-C20 arylalkylene linker, or a hetero-
form of one of these, each of which may be optionally sub-
stituted and may be saturated or unsaturated. In some of these
embodiments, X—W— represents X—NH—C(—=0)—.

In compounds of formula (3), m, W, X and Y are as
described above for compounds of formula (1) and/or (2), and
L is as described above for compounds of formula (2). R* can
be H, OH or an optionally substituted C1-C8 alkyl or het-
eroalkyl group. In many embodiments, R* represents H or
methyl. In other embodiments, R* represents OH.

In certain embodiments, W 1n formula (3) represents an
amide linker, and —W-—X represents —C(O)NR(CHR),—
X, wherepis0, 1 or 2 and each R 1s Hor a C1-C4 alkyl group.
In some embodiments, —W—X preferably comprises an
arylalkyl group such as benzyl, phenethyl, or diphenylm-
cthyl, or X 1s a tetrahydronaphthyl or indanyl group linked to
nitrogen of W through an open valence on the saturated ring
of the tetrahydronaphthyl or indanyl ring system. In other
embodiments, X represents a S-membered heteroaryl ring
containing 1-4 heteroatoms selected from N, O and S. In
preferred embodiments, —W—X represents —C(O)NR
(CHR),—X, where p1s Oor 1, and each R 1s H or methyl; in
sOme of these embodiments, —W—X represents —C(O)
NH—X. In other embodiments, W represents a bond, where
X comprises an optionally substituted 5- or 6-membered aryl
or heteroaryl ring. In certain embodiments, W 1s a bond where
X 1s an optionally substituted phenyl, optionally substituted
thiazole or optionally substituted tetrazole ring.

R? in formula (3) can be H or an optionally substituted
C1-C8 alkyl or C1-C8 heteroalkyl group, and can optionally
cyclize with R* if an R? is other than H. In certain embodi-
ments, R is H or a C1-C4 alkyl group such as methyl, ethyl or

propyl.
Each R* in formula (3) can be H or a C1-C8 alkyl or

heteroalkyl, each of which 1s optionally substituted as




US 7,807,699 B2

35

described herein for alkyl groups. If two R* groups other than
H are present on one nitrogen atom, they can optionally
cyclize to form an azacyclic group as further described herein,
which azacyclic ring 1s optionally substituted and can contain
one or two additional heteroatoms selected from N, O and S.

Compounds of formula (4) represent monomers useful for
the preparation of dimer and dimer-like compounds, such as,
¢.g., the compounds of formulas (1)-(3), (8), (11) or (15). A
suitable monomer 1s a molecule that can be readily covalently
linked to a second monomer molecule which may beidentical
or different, to form a dimer or dimer-like Smac mimetic
compound as described above. Monomers may be linked
directly to form dimers, or may be linked through reaction
with a third molecule contaiming at least two reactive centers,
as Turther described herein. Accordingly, compounds encom-
passed 1n the present invention include both dimer and dimer-
like molecules and monomeric mtermediates useful for the
synthesis of such dimeric compounds.

For compounds of formula (4), each of J,n, m,R', W, X,Y
and 7 are as described herein for compounds of formula
(1)-(3). In preferred embodiments, J is H, R' is H or methy]l,
nis1l,and mis O or 1.

U in monomers of formula (4) represents C1-C8 alkyl,

C1-C8 heteroalkyl, C2-C8 alkenyl, C2-C8 heteroalkenyl,
C2-C8 alkynyl, C2-C8 heteroalkynyl, C3-C12 aryl, C5-C12
heteroaryl, C5-C20 arylalkyl or C5-C20 heteroarylalkyl,
cach of which may be optionally substituted, and with the
proviso that U 1s not 1sopropyl. Optional substituents may
include one or more functional groups that can be used for
turther chemistry.

U 1n formula (4) preferably comprises at least one func-
tional group that can be used to connect two monomers,
which may be the same or different, to form a dimer of
formula (I). Thus, U generally comprises at least one func-
tional group such as acyl, alkenyl, alkynyl, azido, amino,
hydroxyl, alkoxyl, carboxyl, carbonyl, sulfonyloxy, halo or
the like, capable of participating 1n a chemical reaction so that
two monomers, each having a group U with such functional
groups present can be linked together using conventional
transformations to form a dimer of formula (1). In certain
preferred embodiments, U comprises a terminal alkyne, ter-
minal alkene, aminoalkyl, phenol, aryl triflate or aryl halide
moiety. In particular embodiments, two monomers of for-
mula (4) are reacted to give dimers of formula (1), (2), or (3).

For example, if each of two monomers of formula (4)
comprises a terminal acetylene group, coupling of the two
acetylenes can be used to form a dimer, as illustrated herein.
If each of two monomers contains an olefin, preferably a
terminal olefin, olefin metathesis can be used to link the
monomers to form a dimer. Where each of two monomers
contains a free amine as part of U, two monomers can be
linked together with a difunctional acylating agent (e.g., suc-
cinyl chloride, or a bis-sulfonyl halide, or the like). Where U
ol each monomer includes an acyl group, two monomers can
be linked by a diol or diamine to form a dimer with an ester or
amide linkage 1n Q-L-Q'.

When an unsymmetrical dimer of formula (1) 1s desired,
two monomers having complementary functional groups can
be combined. For example, a monomer having a free car-
boxylate group may be coupled to a monomer having an
unprotected amine group using conventional amide forming,
reactions to provide a dimer wherein the monomers are linked
by a bridging group containing an amide. Coupling of a
monomer containing a terminal alkyne to a monomer con-
taining an aryl tritlate or aryl halide may be used to provide
dimers wherein the linker comprises an arylalkyne moiety;
coupling of an aryl triflate containing monomer with an aryl
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boronic acid may be used to provide a biaryl dimer. Cycload-
dition of a monomer containing an azide to an alkyne-con-
taining monomer may be used to provide dimers wherein the
linker comprises a triazole ring.

Alternatively, two monomers may be brought together by
reaction with a third molecule containing at least two reactive
centers, such as the reaction of two amine containing mono-
mers with carbonyldimidazole to form a urea-contaiming
linker; the reaction of two hydroxyl containing monomers
with 1.,4-dichloro-2-butene to form a dimer linked by an
alkenyl chain; or the reaction of two alkyne containing mono-
mers with a bis-azide contaiming molecule to form a dimer
wherein the linker comprises two triazole rings.

Dimeric molecules may also undergo further reaction. For
example, dimers containing alkenyl or alkynyl bonds may be
fully or partially reduced to give alkyl or alkenyl bonds.
Acetylene or bis-acetylene contaiming dimers may undergo
cyclization reactions with mono- or bis-azido containing
molecules to give polycyclic triazole containing linkers.

In certain embodiments of formula (4), U 1s an optionally
substituted alkynyl or heteroalkynyl group of three to six
atoms. In other embodiments of formula (4), U 1s (CH, ), Ar,
wherer 1s 0, 1 or 2 and Ar 1s a phenyl ring substituted with a
functional group that allows convenient coupling to another
monomer. In specific embodiments, Ar comprises a phenol,
an aryl triflate or an aryl halide.

In some embodiments of formula (4), W 1s an amide linker,
and —W-—X represents —C(O)NR—(CHR),—X, where p
1s 0, 1 or 2 and each R 1s H or a C1-C4 alkyl group. In other
embodiments, W 1s a bond where X comprises a 5- or 6-mem-
bered aryl or heteroaryl ring. In certain embodiments, X 1s an
optionally substituted phenyl ring, or two phenyl rings
attached to the same atom of W, or 1s a tetrahydronaphthyl or
indanyl group linked to nitrogen of W through an open
valence on the saturated ring of the tetrahydronaphthyl or
indanyl ring system. In other embodiments, X 1s an optionally
substituted 5- or 6-membered aryl or heteroaryl ring contain-
ing 1-4 heteroatoms selected from N, O and S. In specific
embodiments, X 1s a pyridyl, pyrimidyl, pyrazinyl, pyridazi-
nyl, triazinyl, thienyl, furanyl, pyrrolyl, pyrazolyl, thiazolyl,
1sothiazolyl, oxazolyl, 1soxazolyl, imidazolyl, triazolyl, thia-
diazolyl, oxadiazolyl, or tetrazolyl ring, each of which may be
optionally substituted.

In compounds of formula (4), Z 1s an optionally substituted
C1-C6 aminoalkyl which may contain a protected amine
group. In some embodiments of formula (4), Z can be a
1 -aminoalkyl group, such as a 1-aminomethyl or 1-aminoet-
hyl or 1-aminopropyl, where the amine group 1s substituted
with one or two optionally substituted C1-C8 alkyl groups,
and may also be substituted with a C1-C8 acyl or heteroacyl
group. In many embodiments of formula (4), the amine 1s
often protected using a typical amine protecting group, to give
a carbamate, carboxamide, phthalimide, sulfonamide, or the
like. A typical embodiment of Z 1s 1-aminopropyl, or 1-ami-
noethyl, or aminomethyl, or 1-methylaminopropyl, or 1-me-
thylaminoethyl, or methylaminomethyl, wherein the amine
may be 1n a protected or unprotected form. Alternatively, Z
can be a protected or unprotected 1-ethylaminomethyl or
1 -ethylaminoethyl. Where Z has a chiral center adjacent to the
carbonyl to which it 1s connected, the chiral center may have
either the (R) or the (S) configuration. For specific embodi-
ments, 1t 1s sometimes preferably in the (S) absolute configu-
ration.

In compounds of formula (5), each of V and V' indepen-
dently represents O or S, and each of J,J', m,m', Q, Q',R',R",
W, W' X, X" Y, Y'", Zand 7' are as defined herein for com-
pounds of formula (1). In preferred embodiments, J and I' are
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H; R' and R" are H or methyl; and m and m' are 0 or 1. For
compounds of formula (35), L represents a linker as already
described for compounds of formula (1)-(3). In preferred
embodiments, L 1s a C3-C8 alkynylene linker, a C5-C12
arylene linker or C3-C20 arylalkylene linker.

Each of W, W', X and X' in compounds of formula (5) may
be independently selected, so they can be the same or differ-
ent; 1n some embodiments, each of —W—X and —W'—X'
are the same. In certain embodiments, each W and W' can be
represented by a group of the form —C(O)NR—(CHR) ,—,
where p1s 0, 1 or 2 and each R 1s H or a C1-C4 alkyl group.
In specific embodiments, W and W' are —C(O)NR—, where
R 1s H or methyl.

In certain embodiments of formula (5), X and/or X' com-
prises an optionally substituted 5-membered heteroaryl ring
containing 1-4 heteroatoms selected from N, O and S. In
specific embodiments, X comprises an optionally substituted
thienyl, furanyl, pyrrolyl, pyrazolyl, thiazolyl, 1sothiazolyl,
oxazolyl, 1soxazolyl, imidazolyl, triazolyl, thiadiazolyl, oxa-
diazolyl, or tetrazolyl ring. Optional substituents for X or X'
in compounds of formula (5) include those described herein
as preferred substituents when present on an aryl or het-
croaryl ring that 1s part of X or X'. In preferred embodiments,
X comprises a S-membered heteroaryl ring as described
above, optionally substituted with at least one C3-C12 aryl or
C5-C12 heteroaryl group. In more preferred embodiments, X
comprises a S-membered heteroaryl ring substituted with at
least one phenyl or naphthyl ring, which phenyl or naphthyl

ring may itself be further substituted by one or more substitu-
ents selected from halo, NO,, CF,, CN, COOR, CONR,, OR

and SR, where R 1s H, C1-C4 alkyl or C1-C4 heteroalkyl.

In other embodiments of formula (5), W can be a bond
where X comprises an optionally substituted C3-C6 aryl or
heteroaryl ring, and/or W' can be a bond where X' comprises
an optionally substituted C5-C6 aryl or heteroaryl ring. In
specific embodiments, W and/or W' 1s a bond where X and/or
X' comprises an optionally substituted thiazole ring. In pre-
terred embodiments, the thiazole ring 1s substituted by at least
one optionally substituted C5-C12 aryl ring or C3-C20 ary-
lalkyl substituent, or a heteroform of one of these. In particu-
larly preferred embodiments, the thiazole ring 1s substituted
by at least one phenyl, naphthyl, benzofuranyl, benzothienyl,
benzisoxazolyl, quinolinyl, 1soquinolinyl, thienyl, 1soxazolyl
ring, each of which may be further substituted; or 1s substi-
tuted by a diphenylmethyl, benzyl, phenethyl or dimethyl-
benzyl group.

In other embodiments of formula (5), each of W and W' 1s
—C(O)NR—(CHR) ,—, where p 1s 0, 1 or 2, and each R is
independently H or a C1-C4 alkyl group, as already
described, and X and X' are independently a phenyl ring, or
two phenyl rings, or a tetrahydronaphthyl or indanyl ring
system, each of which may be optionally substituted, as
described for compounds of formula (1).

For compounds of formulas (6), each of L, m, Q, V, W, X,
Y, and Z 1s as defined for compounds of formula (5).

For compounds of formula (7), each of J, m, R", V, W, XY,
Z. are as defined for compounds of formula (5). U in formula
(7) 1s as defined for compounds of formula (4). In preferred
embodiments, U 1s a C2-C8 alkynyl, C2-C8 heteroalkynyl,
C2-C8 alkenyl, C2-C8 heteroalkenyl, optionally substituted
C5-C12 aryl, or optionally substituted C3-C20 arylalkyl
group.

For compounds of formula (8),eachof L, m, m', n,n', Q, Q',
R, RV, VI W W' X, X" Y.Y'"Z and 7' is as defined for
compounds of formula (1)-(2) or (5)-(6).

For compounds of formula (9), each of J, I', L, Q, Q', R',
R", W, W', X, X', Z and Z' is as defined for compounds of
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formula (1)-(2) or (5)-(6). Each of R® and R® is independently
H, C1-C4 alkyl, or C1-C4 heteroalkyl. In preferred embodi-
ments, R® and R® are the same, and each of R®and R® is H or
methyl. In some embodiments of formula (9), —W—X and
—W'—X'represents a group of the formula —N(R>)C(O)—
Ar or —N(R>)C(S)—Ar, where R is H or C1-C4 alkyl, and
Ar represents an optionally substituted C5-C12 aryl or
C5-C12 heteroaryl group. For example, Ar can be a phenyl,
biphenyl, naphthyl, pyridyl, indolyl, indoline, indazolyl, ben-
zoluranyl, benzothienyl, benzimidazole, benztriazole, ben-
zoxadiazole, or quinolinyl ring, or the like.

In other embodiments, W and/or W' represents a C2-C6
alkylene or heteroalkylene group, preferably substituted with
a carbonyl oxygen (—O). In certain embodiments, W and/or
W' is a C2-C6 heteroalkylene of the formula —N(R>)C(O)
(CR’,),—, where p is 0, 1 or 2 and each R” and R is inde-
pendently H or C1-C4 alkyl. In some such embodiments, X
and/or X' comprises an optionally substituted phenyl ring; or
two phenyl rings attached to the same atom of W or W', where
either phenyl group can be further substituted. In further
embodiments, W and/or W' 1s a C2-C6 heteroalkylene repre-
sented as —N(R>)C(O)N(R’)—, where each of R® and R” is
independently H or C1-C4 alkyl; 1n specific embodiments,
each of R> and R’ is H or methyl, and X and/or X' comprises
an optionally substituted phenyl ring or pyridyl ring.

For compounds of formula (10), each of J, R', R°, W, X, Y,
and Z 1s as defined for compounds of formula (9). U 1n
formula (7) 1s as defined for compounds of formula (4). In
preferred embodiments, U 1s a C2-C8 alkynyl, C2-C8 het-
croalkynyl, C2-C8 alkenyl, C2-C8 heteroalkenyl, C1-C6
aminoalkyl, optionally substituted C5-C12 aryl, or optionally
substituted C5-C20 arylalkyl group.

For compounds of formula (11), each of L, m,n, Q, Q', R,
R", W, W' X, X", Z and Z' is as defined for compounds of
formulas (1)-(2) and (9), and R® is as defined for compounds
of formula (9).

For compounds of formula (12), each of L, Q, Q', R', R",
V, W, W' X X"Y, Zand 7' 1s as defined for compounds of
formulas (5)-(6) and (9), and R® is as defined for compounds
of formula (9).

For compounds of formula (13), each of —B and —B'
independently represents —O, —S, F, or H,, and each q and
q' 1s independently 1-4. In compounds of formula (13), each
of ], ,L,n,n, Q Q,R"R", W, W', X, X', Z and Z' is as
defined for compounds of formulas (1)-(2) and (5)-(6). In
preferred embodiments, nandn' are 1; eachgand q'1s 1 or 2
or 3; J and J' are H; and each R' and R" is H or methyl. In
certain embodiments, W and/or W' 1s a C2-C6 alkylene
group, where X and/or X' 1s an optionally substituted phenyl
ring or two phenyl rings attached to the same atom of W or W';
in other embodiments, W and/or W' 1s a bond, and X 1s a
tetrahydronaphthyl or indanyl ring system. In preferred
embodiments, —W—X and/or —W—X' represent a phen-
cthyl group.

For compounds of formula (14), each of J, L, n, Q, R*, W,
X and Z are as defined 1n compounds of formulas (1)-(2),
(5)-(6) and (13). Each of —B and q are as defined for com-
pounds of formula (13), and U 1s as defined for compounds of
formula (4).

For compounds of formula (15), each of B', L, m, n, n', ',
Q,Q RNRY W, W', X, X"Y, Z and Z' are as described for
compounds of formulas (1)-(2), (5)-(6) and (13).

For compounds of formula (16), each of B', L, m, n', ', Q,
Q. R R',V,W, W', X, X".Y, Z and 7' are as described for
compounds of formulas (1)-(2), (5)-(6) and (13).

For compounds of formula (17), each of B', L, n', g', Q, Q',
R, R', W, W' X, XY, Z and 7' are as described for com-
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pounds of formulas (1)-(2), (9) and (13), and R® is as defined
for compounds of formula (9).

The compounds of the mvention typically contain one or
more chiral centers. The invention expressly includes each
diastereomer, as well as each enantiomer of each diastere-
omer of the compounds described and mixtures thereolf, par-
ticularly racemic mixtures of single diastereomers such as the
ones described, and highly enriched enantiomers having an
enantiomeric excess (e.¢.) of greater than 90% or greater than
about 95%. Substituent groups may also include one or more
chiral centers, and each enantiomer and diastereomer of these
substituents as well as mixtures thereof are all included
within the scope of the invention. Similarly, where double
bonds are present, the compounds can exist 1n some cases as
either c1s or trans 1somers; the invention includes each 1somer
individually as well as mixtures of 1somers.

Merely as examples of selected compounds of the mven-
tion, Table 2 1llustrates a number of compounds of formula
(1). These represent selected preferred species, and other
species that include combinations of the features in the com-
pounds specifically depicted are also preferred.

The compounds of the mvention may be i1solated as salts
where an 1on1zable group such as a basic amine or a carboxy-
lic acid 1s present. The invention includes the salts of these
compounds that have pharmaceutically acceptable counteri-
ons. Such salts are well known 1n the art, and include, for
example, salts of acidic groups formed by reaction with
organic or morganic bases, and salts of basic groups formed
by reaction with organic or morganic acids, as long as the
counterions introduced by the reaction are acceptable for
pharmaceutical uses. Examples of inorganic bases with alkali
metal hydroxides (e.g., sodium hydroxide, potassium
hydroxide, etc.), alkaline earth metal hydroxides (e.g., of
calcium, magnesium, etc.), and hydroxides of aluminum,
ammonium, etc.

Examples of organic bases that could be used include tri-
methylamine, triethylamine, pyridine, picoline, ethanola-
mine, diethanolamine, triethanolamine, dicyclohexylamine,
N,N'-dibenzylethylenediamine, etc. Examples of inorganic
acids that could be used mnclude hydrochloric acid, hydrobro-
mic acid, nitric acid, sulfuric acid, phosphoric acid, efc.
Examples of organic acids include formic acid, oxalic acid,
acetic acid, tartaric acid, methanesulfonic acid, benzene-
sulfonic acid, malic acid, methanesulfonic acid, benzene-
sulfonic acid, p-toluenesulfonic acid, etc. Also included are
salts with basic amino acids such as arginine, lysine, orni-
thine, etc., and salts with acidic amino acids such as aspartic
acid, glutamic acid, etc.

The compounds of the mvention can be used to prepare
pharmaceutical compositions containing at least one com-
pound of any of formulas (1)-(3), (5)-(6), (8)-(9), (11)-(13)
and (15)-(17), and at least one pharmaceutically acceptable
excipient. Such compositions can be optimized for various
conditions and routes of adminmistration using guidance that 1s
widely relied on for such purposes including Remington’s
Pharmaceutical Sciences, latest edition, Mack Publishing
Co., Easton, Pa., which 1s incorporated herein by reference.
The compositions comprise a compound of the nvention
admixed with at least one pharmaceutically acceptable
excipient, and preferably with at least one such excipient
other than water or a solvent such as DMSO.

The compounds of the invention are suitable to treat a wide
variety of cancers. In particular, they are suitable to treat
neuroblastoma, glioblastoma, breast carcinoma, melanoma,
prostate carcinoma, pancreatic carcinoma, hepatocellular
carcinoma, colon carcinoma, and small-cell and non-small
cell lung carcinoma.
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The compounds of the invention are also suitable to treat
various autoimmune disorders, particularly rheumatoid
arthritis, lupus, vasculitis, glomerulonephritis, type-I diabe-
tes, pernicious anemia, myasthenia gravis, Guillain-Barre
syndrome, and infections with autoimmune effects such as
AIDS, malarnia, Chagas disease, and Lyme disease.

The compounds of the invention are not on their own very
cytotoxic: they depend for their activity on potentiation of the
elfects of other effectors, which may be natural, endogenous
substances, or they may be additional therapeutic substances.
For example, Smac mimics have been shown to strongly
potentiate the activity of TRAIL or etoposide when co-ad-
ministered. Accordingly, the compounds of the invention may
be used 1n conjunction with or 1n combination with an addi-
tional therapeutic having anticancer effects. Such additional
therapeutic can be a drug, or it can be a radiation treatment.
Where an additional drug 1s administered, it 1s typically one
known to have cytostatic, cytotoxic or antineoplastic activity.
These agents include, for example, antimetabolites such as
cytarabine, fludaragine, 5-fluoro-2'-deoxyuridine, gemcitab-
ine, hydroxyurea, methotrexate; DNA active agents such as
bleomycin, chlorambucil, cisplatin, cyclophosphamide,
intercalating agents such as adriamycin and mitoxantrone;
protein synthesis inhibitors such as L-asparaginase, cyclo-
heximide, puromycin; topoisomerase I inhibitors such as
camptothecin or topotecan; topoisomerase 11 inhibitors such
as etoposide and temiposide; microtubule inhibitors such as
colcemid, colchicines, paclitaxel, vinblastine and vincristine;
and kinase inhibitors such as flavopiridol, staurosporin, and
hydroxystaurosporine. Preferred additional drugs for co-ad-
ministration with the compounds of the invention include
those that affect Hsp90 (heat-shock protein 90). Suitable
Hsp90 1inhibitors include ansamycin derivatives such as
geldanomycin and geldanomycin derivatives including 17-
(allylamino)-17-desmethoxygeldanamycin  (17-AAG), 1ts
dihydro dernivative, 17-AAGH,, and 17-amino derivatives of
geldanamycin such as 17-dimethylaminoethylamino-17-
demethoxy-geldanamycin (17-DMAG), 11-oxogeldanamy-
cin, and 5,6-dihydrogeldanamycin, which are disclosed 1n
U.S. Pat. Nos. 4,261,989; 5,387,584; and 5,932,566, each of
which 1s incorporated herein by reference. Other suitable
Hsp90 ihibitors include radicicol and oximes and other ana-
logs thereot, disclosed 1n Soga, et al., Curr. Cancer Drug
largets, 3, 359-69 (2003), and 1n Yamamoto, et al., Angew.
Chem., 42, 1280-84 (2003); and 1n Moulin, et al., J. Amer.
Chem. Soc., vol 127, 6999-7004 (2005); purine dertvatives
such as PU3, PU24FCI and PUH64 (see Chiosis et al., ACS
Chem. Biol. Vol. 1(5), 279-284 (2006) and those disclosed 1n
PCT Application No. WO 2002/0236075; related heterocy-
clic derivatives disclosed in PCT Application No. WO 2005/
028434; and 3.4-diarylpyrazole compounds disclosed 1n
Cheung, et al., Bioorg. Med. Chem. Lett., vol. 15, 3338-43
(20035). Antibodies or antibody fragments that selectively
bind to Hsp90 may also be administered as drugs to cause
inhibition of Hsp90, and can be used 1n combination with the
compounds of the invention.

Natural effectors such as TRAIL, a TRAIL receptor anti-
body, and TNF-a and TNF-{3 can also be administered as
drugs for this purpose, and are also preferred, as are active
fragments of these peptides.

Where a compound of the invention 1s utilized to potentiate
the effects of another therapeutic, the two agents may be
co-administered, or they may be administered separately
where their administration i1s timed so the two agents act
concurrently or sequentially. Accordingly, the compositions
ol the invention include at least one compound of formula (1),

(1)-(3), (5)-(6), (8)-(9), (11)-(14) or (15)-(17), and can
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optionally include one or more additional cytotoxic or cyto-
static therapeutic such as, but not limited to, those disclosed
above. Similarly, the methods of the invention include meth-
ods wherein a subject diagnosed as 1n need of treatment for
inflammation and/or cancer 1s treated with at least one com- 5
pound or composition of the invention, and 1s simultaneously

or concurrently treated with one or more of the additional
therapeutic agents described above, particularly TRAIL, a
TRAIL receptor antibody, TNF-a or TNF-3.

Formulations of the compounds and compositions of the 10
invention may be prepared in a manner suitable for systemic
administration or topical or local administration. Systemic
formulations include those designed for injection (e.g., intra-
muscular, itravenous or subcutaneous injection) and those
prepared for transdermal, transmucosal, or oral administra- 15
tion. The formulation will generally include a diluent as well
as, 1n some cases, adjuvants, butlers, preservatives and the
like. The compounds can be administered also in liposomal
compositions or as microemulsions.

Injection methods are sometimes appropriate routes for 20
administration of the compounds for systemic treatments and
sometimes also for localized treatments. These include meth-
ods for intravenous, intramuscular, subcutaneous, and other
methods for iternal delivery that bypass the mucosal and
dermal barriers to deliver the composition directly into the 25
subject’s living tissues.

For mjection, formulations can be prepared in conventional
forms as liquid solutions or suspensions or as solid forms
suitable for solution or suspension in liquid prior to 1injection
or as emulsions. Suitable excipients include, for example, 30
water, saline, dextrose, glycerol and the like. Such composi-
tions may also contain amounts of nontoxic auxiliary sub-
stances such as wetting or emulsiiying agents, pH bulfering
agents and the like, such as, for example, sodium acetate,
sorbitan monolaurate, and so forth. 35

Various sustained release systems for drugs have also been
devised and can be utilized with the compounds of the mnven-
tion. See, for example, U.S. Pat. No. 5,624,677. The present
compositions can be utilized in such controlled-release deliv-
ery systems where approprnate. 40

Systemic administration may also include relatively non-
invasive methods such as the use of suppositories, transder-
mal patches, transmucosal delivery and intranasal adminis-
tration. Oral administration 1s also suitable for compounds of
the invention, which are more robust than the Smac peptide 45
itsell and are thus advantageously more orally bioavailable.
Suitable forms 1include syrups, capsules, tablets, and the like
as 1n understood 1n the art.

Selection of a particular route of administration for a given
subject and indication 1s well within the ordinary level of skill 50
in the art. For example, rectal delivery as a suppository is
often appropriate where the subject experiences nausea and
vomiting that precludes effective oral delivery. Transdermal
patches are commonly capable of delivering a controlled-
release dosage over several days or to a specific locus, and are 55
thus suitable for subjects where these effects are desired.

Transmucosal delivery 1s also appropriate for some of the
compositions and methods of the invention. Thus the compo-
sitions of the invention may be administered transmucosally
using technology and formulation methods that are known in 60
the art.

Regardless of the route of administration selected, the
compounds of the present invention, which may be used 1n a
suitable hydrated form, and/or the pharmaceutical composi-
tions of the present invention, are formulated into pharma- 65
ceutically-acceptable dosage forms by conventional methods
known to those of skill 1in the art.
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Actual dosage levels of the active ingredients 1n the phar-
maceutical compositions of the present invention may be
varied so as to obtain an amount of the active ingredient which
1s effective to achieve the desired therapeutic response for a
particular patient, composition, and mode of admimstration,
without being toxic to the patient.

The selected dosage level will depend upon a varniety of

factors including the activity of the particular compound of
the present mvention employed, or the ester, salt or amide
thereof, the route of administration, the time of administra-
tion, the rate of excretion or metabolism of the particular
compound being employed, the rate and extent of absorption,
the duration of the treatment, other drugs, compounds and/or
materials used 1n combination with the particular compound
employed, the age, sex, weight, condition, general health and
prior medical history of the patient being treated, and like
tactors well known 1n the medical arts.

For administration to animal or human subjects, the dosage
of a compound of the mvention 1s typically 10-2400 mg per
administration. However, dosage levels are highly dependent
on the nature of the condition, the condition of the patient, the
judgment of the practitioner, and the frequency and mode of
administration. Selection of a dosage of such compounds 1s
within the skill of an ordinary artisan, and may be accom-
plished by starting at a relatively low dosage and increasing
the dosage until an acceptable effect 1s achieved.

Frequency of administration of the compounds of the
invention can also be readily determined by one skilled 1n the
art using well known techniques. For example, the patient
may be administered a low dosage of a compound or compo-
sition of the invention at a low frequency such as once per day
or less often; and the dosage and/or frequency of administra-
tion may be systematically increased until a desired effect 1s
achieved in the patient.

The compounds of the invention can be prepared by com-
bining methods known 1n the art for preparing related com-
pounds. For example, published patent applications US 2006/

0025347, US 2005/0197403, WO 2006/069063, US 2006/
0014700, WO 2005/094818, and WO 2005/097791, each of
which 1s incorporated herein by reference 1n its entirety, each
disclose methods for making monomeric precursors for the
compounds of the invention. Many suitable monomers are
readily prepared by known methods, including the extensive
body of literature describing synthesis of peptides and pep-
tide mimetics. Examples of the synthesis of certain mono-
mers are included herein. Representative monomers are
shown 1n Table 3. Preparation of the compounds of the inven-
tion from such precursors can be achieved using methods
known 1n the art. Accordingly, synthesis of these compounds
1s within the ordinary skill 1n the art. Synthetic methods for
making selected compounds of the mvention are also pro-
vided herein.

A preferred method for making the compounds of formula
(1) imnvolves dimerization of monomers of formula (4). Thus,
the imvention includes monomers of formula (4) and methods
of using such monomers to make compounds of formulas
(1)-(3). For example, compounds of formula (1) that are
symmetric and have a diacetylenic group for the linker L can
be made, as described by Harran, etal., US 2005/0197403, by
dimerizing two acetylenic monomers in the presence of a
copper salt. This reaction 1s 1llustrated in Scheme 1, using a
fluorenyloxymethyl carbonyl (Fmoc) protecting group on
nitrogen, which 1s removed with piperidine after the copper-
mediated coupling reaction 1s completed. The following
examples illustrate the use of a different protecting group; any
suitable protecting group may be used as 1s understood 1n the
art. This method enables the preparation of compounds such
as the acetylenic compounds shown in Table 2 (compounds

no. 1,3,5,7,9,13, 15, and 16).
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Scheme 1.
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The acetylenic linking groups can be readily modified to
produce other linkers; for example, catalytic hydrogenation

of such bis-acetylenic compounds would provide the partially
or fully saturated-linker compounds 1n Table 2 (compounds
no. 2,4, 6,8,10, 11, 12, and 14).

The acetylenic linking groups may also undergo cycload-
dition reactions. For example, cycloaddition reactions of a
bis-acetylenic dimer of formula (1) with an alkyl bis-azide
provides fused triazoles such as compounds no. 18, 19, 21,

and 23.

In addition, two alkynyl monomers of formula (4) may
undergo dimerization concomitantly with cycloaddition with
an alkyl bis-azide, to form triazole-containing linkers such as
compounds no. 17, 20, 22 and 24. Alternatively, an azide may
be mcorporated into a monomer of formula (4), which can
undergo cycloaddition with an acetylene containing mono-
mer to form a dimer containing a triazole ring as part of the
linker, or two azide containing monomers could react with a
bis-acetylene moiety to form a dimer having two triazole
rings as part of the linker.

A wide variety of methods for forming such dimeric com-
pounds are known 1n the art, and may be employed with
suitably functionalized monomers. For example, hydroxyl
substituted aryl or arylalkyl groups may be modified to form
aryl triflates or other suitable functional groups, which may
undergo cross-coupling reactions, for example with alkynes,
to form dimeric structures such as, e.g., compounds no. 25,
26,28,32,35,36, 37,39, and 40. One of skill in the art would
recognize that such compounds may undergo further chemai-
cal transformations, for example, partial or complete hydro-

genation to form alkenyl or saturated linkers, such as, e.g.,
compounds no. 28, 30, 31, 33, 34, 38, and 41 in Table 2.

Additionally, hydroxyl substituted monomers may be
alkylated, for example with allylic halides, to form other
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linkers or other functionalized monomers. Examples of such
compounds are shown 1n Table 2, compounds no. 44 and 46;

hydrogenation of compound no. 44 provides compound no.
45.

Alkylamine monomers may undergo dimerization by fur-
ther reaction at the amine center, for example by N-alkylation,
acylation, or carbamoylation, or the like, to produce dimers
such as, e.g., compounds no. 47, 48, 49, and 50 1n Table 2. In
addition, alkylamine monomers may undergo reaction to pro-
vide additional monomers containing functional groups suit-
able for dimenzation, for example, by azidonation to provide
azide containing monomers, or alkylation with propargyl
halides to provide additional acetylene containing mono-
mers.

The 1n vitro and 1n vivo activities of the compounds of the

invention may be determined using techniques that are known
in the art. For example, Bockbrader, et al., Oncogene vol. 24,
7381-88 (2005) discloses assays for determination of the
elfect of Smac mimics using cell culture assays and 1n vitro
assays for caspase activation. Accordingly, in addition to
guidance from symptomology, treatment with the com-
pounds, compositions and methods of the invention can be
monitored by methods known in the art for determining the
elfects of Smac mimetic compounds.

The following examples are provided to illustrate the
invention and are not intended to represent or limit 1ts scope.
The Examples provide representative chemical syntheses, as
well as assays for determining the bioactivity of Smac mimet-
ics, €.g. as measured by IAP binding, procaspase-3 activation
or promotion of apoptosis. These assays may also be used to
screen for agents (e.g. antagonists) which potentiate such
mimetic activity.
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Example 1

(S)—N—((R)-1,2,3,4-tetrahydronaphthalen-1-yl)
pyrrolidine-2-carboxamide 2,2,2-trifluoroacetate

(S)

/

Lz,

TFA R)

Boc-L-Pro-OH (41.7 g, 0.17 mol), R-tetrahydronapthy-
lamine (31.8 g, 0.22 mol), and hydroxybenzotriazole (28.4 g,
0.18 mol) was dissolved in dimethylformamide (300 mL) and
cooled to 0° C. To this cooled reaction mixture was added
EDC (41.7 g, 0.22 mol) followed by DiPEA (30.1 mL, 0.17
mol). Reaction was allowed to slowly warm to room tempera-
ture and was stirred overnight. Reaction mixture was then
partitioned between ethyl acetate and water. The aqueous
layer was discarded and the organic layer was washed
sequentially with sat. NaHCO,, 0.5 N HCI, and brine. Dried
over Na,SO,. Reaction was clean by TLC (50% ethyl acetate/
hexanes). Took crude on to next step. Dissolved crude in
CH,Cl, (200 mL) and TFA (200 mL). Within 15 minutes,
reaction was baseline by TLC (50% ethyl acetate/hexanes).
Removed most of solvent via rotary evaporation. Upon addi-
tion of diethyl ether, a white solid crashes out. Filtered solid
and washed with diethyl ether. Dried solid under vacuum.
Obtained 63 g of desired compound (95% yield over 2 steps).
"H NMR (CD,OH): consistent with proposed structure.

Example 2

tert-butyl (S)-1-oxo0-1-((S)-2-((R)-1,2,3,4-tetrahy-
dronaphthalen-1-ylcarbamoyl)pyrrolidin-1-yl)pent-
4-yn-2-ylcarbamate

N R)

Boc-L-Propargylglycine-OH (700 mg, 3.28 mmol) was
dissolved in DMF (13 mL) and cooled to 0° C. To this was
added HOBt (608 mg, 3.94 mmol) and D1PEA (1.37 mL, 7.87
mmol). After 5 mins., EDC (755 mg, 3.94 mmol) was added.
After another 5 mins., the title compound of Example 1 (1.23
g 3.6]1 mmol) was added. The reaction mixture was then
allowed to warm to room temperature and was stirred over-
night. Reaction mixture was then partitioned between ethyl
acetate and 0.5 N HCI. Aqueous layer was discarded. Organic
layer was then washed sequentially with sat. NaHCO,, water,
and brine. Organic layer was then dried over Na,SO,. Upon
rotary evaporation, a white solid crashed out of ethyl acetate.

The white solid was filtered and rinsed with hexanes. Solid

10

15

20

25

30

35

40

45

50

55

60

65

46
was dried under vacuum to atford 1.3 g of the title compound
(90% vyield). '"H NMR (CD,OH): consistent with proposed
structure. MS (m/z): 439.3.

Example 3

tert-butyl methyl{((S)-1-0x0-1-((S)-1-0x0-1-((S)-2-

((R)-1,2,3,4-tetrahydronaphthalen-1-ylcarbamoyl)

pyrrolidin-1-yl)pent-4-yn-2-ylamino)propan-2-yl)
carbamate

a
X

N ®R)

O N~

(S)
NMeBoc

The title compound of Example 2 (1.3 g, 2.96 mmol) was
dissolved 1n 4N HCl in dioxane (ca. 20 mL) at room tempera-
ture. The reaction was stirred for about 15 mins. By TLC
(100% ethyl acetate) UV active spot was baseline. Excess 4N
HC] 1n dioxane was removed by rotary evaporation and
reduced pressure vacuum pump application. This residue was
taken directly to the next step without further purification.
Boc-NMe-Ala-OH (662 mg, 3.26 mmol) was dissolved 1n
DMF (12 mL) and cooled to 0° C. To this was added HOB
(548 mg, 3.55 mmol) and DiPEA (1.55 mL, 8.88 mmol).
After 5 mins., EDC (681 mg, 3.55 mmol) was added. After
another 5 mins., sh-10-50 (1.3 g, 2.96 mmol) was added. The
reaction mlxture was then allowed to warm to room tempera-
ture and was stirred overnight. Reaction mixture was then
partitioned between ethyl acetate and 0.5 N HCI. Aqueous
layer was discarded. Organic layer was then washed sequen-
tially with sat. NaHCO,, water, and brine. Organic layer was
then dried over Na,SO,. Crude o1l was purified via flash
column chromatography to afford 1.4 g of off-white solid
(90% vield). By TLC (100% ethyl acetate) desired compound
1s not very UV active—used silica gel impregnated with

iodine to visualize desired compound. 'H NMR (CDCIl,):
consistent with proposed structure.

Example 4

(S)-1-((S)-2-((S)-2-(methylamino)propanamido)
pent-4-ynoyl)-N—((R)-1,2,3,4-tetrahydronaphtha-
len-1-yl)pyrrolidine-2-carboxamide hydrochloride

N\

]
\/

AT

(S)

NMeH
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The title compound of Example 3 (33 mg) was dissolved in
4N HCl in dioxane (2 mL). This was stirred for approximately
15 mins. By TLC (100% ethyl acetate), UV spot was baseline.
Excess 4N HCl 1in dioxane was removed via vacuum. For final
compounds, material was left on vacuum pump overnight.
For batch 2, material was dissolved in HPLC grade water,
filtered through a 0.45 micron filter, and lyophilized over-
night to give the title compound as a white semi-fluity solid.
"H NMR (CD.OH): consistent with proposed structure. MS
(m/z);: 424.3.

Example 5

10

BocMeN Oﬁ(
(S)

\ \%k@

The title compound of Example 3 (600 mg, 1.14 mmol) and

Cu(OAc), (1.05 g, 5.76 mmol) were dissolved in CH,CN (7.6
ml). This was retluxed for 20 mins. By TLC (10% MeOH/
CH,C(Cl,), starting matenal was still present, so the mixture
was refluxed for an additional 20 mins. By TLC, starting
material had been consumed. Removed CH,CN wvia rotary
evaporation and vacuum pump. Residue was then partitioned
between ethyl acetate and water. Aqueous phase was dis-
carded and organic phase was washed with brine and dried
over Na,SO,. Oily residue was purified via flash column
chromatography (a gradient of 100% ethyl acetate to 5%
MeOH/CH,CI, to 10% MeOH/CH,Cl,) to afford the title
compound as a white solid. 'H NM{ (CD,OH): consistent
with proposed structure. MS (m/z): 1047.3.

Example 6

(S)

NMeBoc
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40
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ZT

(R)

HCI

)

7/ \

N\

)

7/ \

N\
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The compound of Example 5 (246 mg) was dissolved in 4N
HCI 1n dioxane (10 mL) at room temperature. A precipitate
crashed out right away. This was filtered and rinsed with Et,O
to give a pale yellow solid which was dried via vacuum pump
overnight before submitting for biological testing. For other
batches, the bis-hydrochloride salt was dissolved in HPLC
grade water, filtered through a 45 micron filter, and lyo-
philized to give the title compounds as a fluffy light beige
material. 'HNMR (CD,OH): consistent with proposed struc-
ture. MS (m/z): 846.3.

Example 7

HCl

(R)

(5)
NHMe

F

The compound of Example 6 (50 mg) was dissolved in
MeOH (3 mL) at room temperature. The reaction flask was
purged with nitrogen before adding 10% Pd/C to the reaction.
A hydrogen balloon with a 3 way stopcock was then con-
nected to the round bottom. Nitrogen gas was evacuated via
vacuum and re-filled with hydrogen gas three times before
allowing the reaction to stir under a hydrogen balloon atmo-
sphere (1 atm) overnight. The reaction mixture 1s then filtered
through a 45 micron filter, rinsed with MeOH, and concen-
trated 1n vacuo to give a white solid that was left on the
vacuum pump overnight. For batch 2 of JP 1060, material was
dissolved 1n HPLC grade water, filtered through 45 micron

filter, and lyophilized to give a fluffy white material. 'HNMR
(CD;OH): consistent with proposed structure.

Example 8

allyl (2S,3R)-1-0x0-3-(prop-2-ynyloxy)-1-((S)-2-
((R)-1,2,3,4-tetrahydronaphthalen-1-ylcarbamoyl)
pyrrolidin-1-yl)butan-2-ylcarbamate

H
N
PN
O
/K{ggo

O
(R)
OY NH

N X

VAR
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(25,3R)-2-(allyloxycarbonylamino)-3-(prop-2-ynyloxy)
butanoic acid (200 mg, 3.28 mmol) was dissolved 1n dimeth-
ylformamide (7.5 mL) and cooled to 0° C. To this was added
the title compound of Example 1 (356 mg). Diisopropylethy-
lamine (0.47 mL) was then added followed by HATU (378
mg). The reaction mixture was stirred for 3 hours. Reaction
mixture was then partitioned between diethyl ether and satu-
rated aqueous sodium bicarbonate solution. Organic layer
was then washed sequentially with 1N HCI, water, and brine.
Organic layer was then dried over Na,SQO,, and evaporated at
reduce pressure. A yellow o1l was obtained which was chro-
matographed on silica gel, eluting with 1:1 ethyl acetate-

HCl

hexanes. The title compound was obtained as a white foam
(70% vyield). "H NMR (CDCL,): consistent with proposed
structure.

Example 9
tert-butyl methyl((5)-1-0x0-1-((2S,3R)-1-0x0-3-
(prop-2-ynyloxy)-1-((8)-2-((R)-1,2,3,4-tetrahy-

dronaphthalen-1-ylcarbamoyl)pyrrolidin-1-yl)butan-
2-ylamino)propan-2-yl)carbamate

N\

)
H
Na X
/\ O %/
O
NH

H,C

O

CH,;
H;C N

0}\0
H,C /kcm
CH,

Boc-N-Me-Ala-OH (3.5 grams) was dissolved 1n methyl-
ene chloride (77 mL) and to this was added 1-hydroxybenzo-
triazole (2.34 grams). Cooled to 0 and added EDC (3.32
grams) 1n two portions over 5 minutes. The mixture was
stirred for 1 hour, then warmed to room temperature and
stirred for an additional hour. To this solution was added
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palladium tetrakis(triphenylphosphine) (0.67 grams). The
title compound of Example 8 (2.7 grams) was then added as
a solution in methylene chlonide (29 mlL), followed by
DABCO (9.72 grams). The reaction was stirred for 15 min-
utes, then concentrated under reduced pressure to an orange
syrup. This crude matenial was purified via tlash column
chromatography, eluting with 1:1 ethyl acetate-hexanes to
afford a white foam (3.3 grams, 100% yield). "H NMR

(CDCIl,): consistent with proposed structure.

Example 10

tert-butyl (S)-1-(4-hydroxyphenyl)-2-0x0-2-((S)-2-
((R)-1,2,3,4-tetrahydronaphthalen-1-ylcarbamoyl)
pyrrolidin-1-yl)ethylcarbamate

/
i
HO
N -
O
0O
OY NH
O CH,
\|<CH3

CH;

Boc-p-hydroxyphenylglycine was coupled to the title
amine of Example 1, using the same procedure that was used
to prepare the title compound of Example 1. 'H NMR
(CDCIl,): consistent with proposed structure.

Example 11

tert-butyl (S8)-1-((8)-1-(4-hydroxyphenyl)-2-oxo-2-
((S)-2-((R)-1,2,3,4-tetrahydronaphthalen-1-ylcar-
bamoyl)pyrrolidin-1-yl)ethylamino)-1-oxopropan-2-

yl(methyl)carbamate
/\‘
H
HO N N
O N
O
O NH
0 CH,
H,C r‘q 0 CH,
CHax

The title compound of Example 10 was treated with 4N
HCl-dioxane and the solvent was removed under reduced
pressure. The resulting hydrochloride was coupled to Boc-N-
Me-Ala-OH using the same procedure as was used to prepare
the title compound of Example 1. The crude product was
chromatographed on silica gel, eluting with 1:1 ethyl acetate-
hexanes to give the pure title compound as a white solid. "H
NMR (CD;OH): consistent with proposed structure.
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Example 12

4-((S)-1-((S)-2-(tert-butoxycarbonyl(methyl Jamino)

propanamido)-2-oxo-2-((S)-2-((R)-1,2,3.,4-tetrahy-

dronaphthalen-1-ylcarbamoyl)pyrrolidin-1-yl)ethyl)
phenyl trifluoromethanesulionate

O m
CHj;

T K

N 0O CHa

CH;

Z

~

4

The title compound of Example 11 (830 mg, 1.4 mmol)

was dissolved in methylene chloride (5 mL) at 0. To this was

added pyridine (350 microliters), followed by triflic anhy-
dride (350 microliters, 2.1 mmol, d=1.7). After 15 minutes the

dark yellow solution was poured into saturated sodium bicar-
bonate solution and extracted with ether. The organic phase
was washed with 1N HCI, saturated sodium bicarbonate,
water, dried over sodium sulfate and evaporated to dryness
under reduced pressure. The residue was chromatographed
on silica gel, eluting with 1:1 ethyl acetate-hexanes to give the
title compound as a yellow foam. 'H NMR (CDCL,): consis-

tent with proposed structure.

Example 13

ch CH,

CH3

CH3

AN

HBCﬂ\ )J\

H,C

CH3

5;
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The title compound of Example 12 (*triflate, 85 mg, 0.197
mmol), was mixed with the title compound of Example 9
(“acetylene”, 72 mg, 0.126 mmol), triethylamine (80 ul, 0.8
mmol), tetrakis(triphenylphosphine)palladium(0) (15 mg,
0.013 mmol), and Cul (5 mg, 0.026 mmol) 1n dimethylior-
mamide (5 mL). This mixture was stirred at room temperature
for 2 hours, then 85° C. for 3.5 hours, then room temperature
for 16 hours. The solvent was evaporated and the residue
chromatographed on silica gel to yield the title compound. 'H
NMR (CDCI,): consistent with proposed structure.

Example 14

HN_ O CH,
0 AN~
H
N
N \[H\cm
O
= ‘
N
CH;
o
HlI\T CH;
CH; HN - 2HC]
0
0% "N
0O
NH

The title compound of Example 13 was dissolved in 4N
HC1 dioxane and the solution was allowed to stand at room
temperature for 20 minutes. The solvent was evaporated and
the residue taken up 1 minimum amount of methanol.
Diethyl ether was added and the mixture was stirred for 20
minutes. The resulting precipitate was collected to yield the

title compound as a powder (55 mg). Mass spectrum (ESI):
m/z=929 (M+1).

Example 15

tert-butyl (S)-3-(4-hydroxyphenyl)-1-oxo-1-((S)-2-
((R)-1,2,3,4-tetrahydronaphthalen-1-ylcarbamoyl)
pyrrolidin-1-yl)propan-2-ylcarbamate

7D

HO
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Boc-L-tyrosine (7.00 g, 0.025 mol, 1.00 equiv), the title
compound of Example 1 (10.26 g, 0.029 mol, 1.15 equiv),
HOBt (4.04 g, 0.030 mol, 1.20 equiv), and EDCI (3.79 g,
0.030 mol, 1.20 equiv) were combined together at room tem-
perature, and the system was quickly cycled with vacuum/N,
(g) 2x’s, leaving under N, (g). The reaction solution was then
placed on 1ce water bath and allowed to stir for 10 minutes,
aiter which DIPEA (12.34 mL, 0.075 mol, 3.00 equ1v, 0.782
g/ml) was charged dropwise over 5 minutes. The solution
was allowed to stir while warming to room temperature from
an 1ce-water bath overnight. The resulting solution was
diluted with EtOAc and poured onto 1ce 1n a separatory fun-
nel. An extraction was performed, and the aqueous layer was
back extracted with EtOAc three times. The organic layers
were combined and washed with 1.0N HCI1 1n H,O then with
sat’d NaHCO,. The aqueous layer was acidified to pH ~7 and
extracted with EtOAc three times. The organic layers were
combined and washed with brine. The resulting solution was
dried over MgSQ,, filtered, and concentrated to yield a yel-
low oil. The o1l was drnied via high vacuum over the weekend
to give a white solid. This solid was recrystallized from
EtOH/Hexanes to give 9.49 g of the title compound 1n 75.1%
isolated yield. The product was 100% pure by LC-MS and
TLC. TLC Conditions: 100% EtOAc, Iodine Stain. Product
Ri=0.74.

Example 16

(S)-1-((S)-2-amino-3-(4-hydroxyphenyl)propanoyl)-
N—((R)-1,2,3,4-tetrahydronaphthalen-1-yl)pyrroli-
dine-2-carboxamide hydrochloride

7T

NH,

HO HCI

The title compound of Example 15 (9.49 g, 0.0.19 mol,
1.00 equiv) was dissolved 1n 1,4-dioxane (16.0 mL). At room
temperature, 4.0N HCI 1n dioxane solution (60.0 mL) was
charged, and the reaction solution was allowed to stir open to
the air for 30 minutes (virtually clear solution). The reaction
was coniirmed to be complete via TLC (100% EtOAc, Iodine
Stain, RI 5=0.0). All solvents were concentrated off to give
white solids. These solids were taken up 1n CH,Cl, and con-
centrated down to white solids again. The resulting solids
were rinsed with MTBE, and the MTBE was decanted. This
solid was dried via vacuum pump for 30 minutes to yield the
title compound.
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Example 17

tert-butyl (S)-1-((S)-3-(4-hydroxyphenyl)-1-0xo0-1-
((S)-2-((R)-1,2,3.,4-tetrahydronaphthalen-1-ylcar-
bamoyl)pyrrolidin-1-yl)propan-2-ylamino)-1-oxo-
propan-2-yl(methyl)carbamate

7T

HO

Boc

The title compound of Example 16 (8.30 g, 0.019 mol, 1.00
equiv), Boc-NMe-L-alanine (4.37 g, 0.021 mol, 1.15 equiv),

.nlﬂN
_,,111\‘
/ N
O
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HOBt (3.04 g, 0.022 mol, 1.20 equiv), and EDCI (4.30 g,
0.022 mol, 1.20 equiv) were combined together at room tem-
perature, and the system was quickly cycled with vacuum/IN,
(g) twice to provide an 1nert atmosphere, and was left under

N, (g). The reaction solution was then placed 1n an 1ce-water
bath and allowed to stir for 15 minutes, after which DIPEA
(9.58 mL, 0.058 mol, 3.00 equiv, 0.782 g/ml.) was charged
dropwise over 5 minutes. The solution was allowed to stir to
room temperature 1n an 1ce-water bath overnight. The result-
ing solution was diluted with EtOAc and poured onto 1ce in a
separatory funnel. An extraction was performed, and the
aqueous layer was back extracted with EtOAc three times.
The organic layers were combined and washed with 1.0N
HCI 1n H,O, sat’d NaHCO,, and then brine. The resulting
solution was dried over MgSO ., filtered, and concentrated to
yield a yellow o1l. The crude product was purified via column
(50-50 Hex-EtOAc to 100% EtOAc gradient) to give a light
yellow o1l. This o1l was taken up 1n CH,CL,, concentrated,
and then dried via high vacuum to yield 11.07 g of the title

compound as a easily breakable foamy white solid 1n 99.9%
yield. Punity was confirmed by LC-MS and TLC. TLC Con-

ditions: 100% EtOAc, Iodine Stain. Product R1=0.63.

Example 18

0 SN X 0
0 NH A ‘ PN ‘ s HN 0

50
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In an oven dried 25 ml round bottom flask, the title com-
pound of Example 17 (200 mg, 0.335 mmol, 1.0 equiv.) was
dissolved in DMF under N, at room temperature. To this
solution was added K,CO; (139 mg, 1.00 mmol, 3.0 equiv.)
followed by cis-1,4-Dichloro-2-butene (17 ul, 0.167 mmol,
0.5 equiv.). A color change from colorless to light orange was
observed upon addition of cis-1,4-Dichloro-2-butene. The
resulting solution was stirred for 72 hours. Water (30 ml) was
added to the reaction mixture and the resulting solution was
extracted with EtOAc (three 30 ml aliquots). The combined
organic extract was washed with brine (two 50 ml aliquots)
and dried with Na,SO,. The resulting solution was evapo-
rated to produce a white solid which was purified on silica
with a gradient of 50/50 Hexanes/EtOAc to 100% EtOAc.
Fractions containing purified product were pooled and evapo-
rated to produce a white solid which was dried on high

vacuum to yield 138 mg of the title compound as a white solid
in 76% 1solated vield. TLC Conditions: 100% EtOAc. Prod-
uct R1=0.20.
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In a 25 ml round bottom flask, the title compound of Example 21
Example 18 (158 mg, 0.128 mmol, 1.0 equiv.) was dissolved
in 4.0 ml 4.0 N HCI 1n dioxane. The resulting solution was In Vitro IAP (BIR) Binding/Interaction Assay
stirred at room temperature for 30 minutes. The reaction
25

mixture was evaporated to an oil, which was dried on high
vacuum to yield 148 mg of the title compound in quantitative
yield as a whate solid.

The “trans’ 1somer of this compound 1s readily prepared by
the method described above, by using trans-1,4-dichloro-2-
butene instead of the cis 1somer 1n the step described in
Example 18.

30

Example 20

Interaction between mimetics and IAPs was examined by

.

GST-mediated pull-down assays. Approximately 0.4 mg of a

recombinant IAP fragment (second and third BIR motifs of
XIAP)1s bound to 200 ml of glutathione resin as a GST-fusion
protein and incubated with 0.5 mg of radiolabeled mimetics at

room temperature. After extensive washing with an assay
butifer containing 25 mM 'Ir1s, pH 8.0, 150 mM NaCl, and 2

H H
fl\lFJ- IﬁI
1tt\t1
N N
O O
\\\
o o \/\‘ \ 0
O NH \/\o P /\o = HN O
HCI HCI
‘h‘h“‘u N iy, ]FJF‘,""'
H H

In a 25 ml round bottom flask, the title compound of
Example 19 (70 mg, 0.063 mmol, 1.0 equiv.) was slurried
with 10% palladium on carbon (35 mg) in methanol (10 ml).
The resulting mixture was charged with H, and allowed to stir
overnight at room temperature. The reaction mixture was
filtered through a syringe filter and evaporated to a white solid
which was dried on high vacuum to yield 65 mg of the title
compound 1n quantitative yield.

55

60

The compounds of Examples 6,7, 14, 19 and 20 will mimic

the activity of Smac, and are thus useful 1n the treatment of o5

disorders that can be treated with Smac or a Smac mimetic,
such as those disorders discussed herein.

mM dithiothreitol (D'1T), the complex 1s eluted with 5 mM
reduced glutathione and visualized by SDS-PAGE with Coo-
massie staining.

This assay demonstrates that the tested mimetics specifi-
cally bind IAP.

Example 22
Fluorescent Polarization Assay

Increasing concentrations ol Smac compounds are 1ncu-
bated with 2 nM of labeled peptide (fluorescein labeled
10mer peptide with AVPI 4 amino acids at 1ts N terminus-
Alexa Fluor 488) and truncated XIAP containing only BIR1,
BIR2, and BIR3 domains at room temperature for 1 hour.



US 7,807,699 B2

59

Fluorescence reading, indicative of the bound portion of the
labeled peptide, 1s measured 1n milipolarization units (mP).
The more compound added, less fluorescein labeled peptide
bind to the protein due to the competitive binding and less
fluorescence signal 1s released.

Based on this principle, we obtain the Ki value that evalu-
ates compound’s binding affinity.

Example 23
In-Vitro Caspase-3 Activation Assay

Caspase3 1 most cell extracts can be activated by the
addition of 1 mM dATP through the mitochondria caspase
pathway. Hela S3 cells we use to make cell extract express
higher XIAP, hence after addition of dATP 1n Hela S100, the
induced caspase3 1s blocked by IAPs. Taking advantage of
this feature, we use 100 nM of synthetic Smac mimetic com-
pound to test its ability to eliminate IAPs 1n the Hela S 100 and
tully induce Caspase3 activity. The In Vitro Caspase3 assay 1s
carried out at 30° C., incubating 100 nM compounds with 30
ug of Hela S100, 1 mM dATP, 10 uM Caspase3 fluorogenic
substrate (Caspase3 Substrate 11, Fluorogenic, #235425 from
Calbiochem). The readout 1s caspase-3 activity represented
by relative fluorogenic unit, which 1s recorded kinetically.
The slope 1n linear region of the curve for each compound i1s
calculated.

The ratio of each synthetic compound’s slope versus the
slope of control reflects in vitro caspase-3 activation ability of
compounds.

Example 24
Cell Viability Assay in HCC461 Cells

HCC461 cells plated in 96 well plates at 5x10* ml cell
density are treated with 50x synthetic Smac mimetic com-
pounds (final concentration range between 30 uM and 0.001
uM). After 48 hrs incubation at 37° C. and 5% CO,, viability
of the cells are measured using Cell Proliferation Reagent
WST-1 assay kit (Roche Cat #11 644 807 001).

WST-1 assay principle: The tetrazolium salts are cleaved to
formazan by cellular enzymes. An expansion in the number of
viable cells results 1n an increase in the overall activity of
mitochondrial dehydrogenases 1n the samples. This augmen-
tation 1n the enzyme activity leads to an increase in the
amount of formazan dye formed, which directly correlates to
the number of metabolically active cells 1n the culture. Quan-
tification of the formazan dye produced by metabolically
active cells by using a microplate (ELISA) reader at 420-480
nm.

Example 25

Synergism of TRAIL and Smac Mimetic
Compounds 1n PANC-1 Cells

PANC-1 cells plated in 96 well plates at 5x10%/ml cell
density are pre-treated with 100 nm compounds for 4 hrs at
37° C. and 3% CO,. The cells are then treated with
SOXTRAIL (final concentration range between 2400 ng/ml
and 0.08 ng/ml). After 48 hrs incubation at 37° C. and 5%
CO.,, viability of the cells are measured using Cell Prolifera-
tion Reagent WST-1 assay kit (Roche Cat #11 644 807 001).

Comparison between viability of cells when treated with
TRAIL alone versus when treated with TR AIL+100 nm Smac

mimetic compound gives us synergism picture.

10

15

20

25

30

35

40

45

50

55

60

65

60

WST-1 assay principle: The tetrazolium salts are cleaved to
formazan by cellular enzymes. An expansion in the number of
viable cells results 1n an increase in the overall activity of
mitochondrial dehydrogenases 1n the samples. This augmen-
tation 1n the enzyme activity leads to an increase in the
amount of formazan dye formed, which directly correlates to
the number of metabolically active cells 1n the culture. Quan-
tification of the formazan dye produced by metabolically
active cells by using a microplate (ELISA) reader at 420-480
nm.

Example 26

Cell-Based Assay: Smac Peptides Potentiate

Apoptosis Induced by UV or Etoposide in Cultured
HeLa Cells

0.75x105 of HeLa—S cells/well are plated in 48-well t1s-
sue culture plate. Cells are incubated with 1 mM inactive
Smac peptide or with 1 mM N-terminal 4-amino acid Smac
peptide, with selected mimetics, or with vehicle only (Con-
trol) for 12 hr. The cells are then treated with either 320,000
microjoules of UV 1rradiation using a Stratalinker or with 100
mM chemotherapeutic Etoposide. Cells are then stained with
1 mg/ml Hoechst 33342 dye at different time points and
apoptotic cells are counted as those with condensed nuclear
chromatin under a fluorescent microscopy. Mimetics, includ-
ing wild-type Smac peptides, show significant increases n
apoptotic induction at 2, 4 and 6 hrs (for UV 1nsult) and at 10
and 20 hr (for etoposide).

Example 27
In Vivo Metastasis Assay

Immunosuppressed mice (athymic nude/nude SCID
temales from Harlan Sprague Dawley) are housed 1n auto-
claved cages with microisolator tops, and all manipulations of
the animals are done 1n a laminar flow hood after wiping down
both the hood, gloves and cages with ABQ) sterilant. The mice
are Ted sterile Pico Lab Chow (Purina) and autoclaved St.
Louis tap water. Mimetics are administered intra-gastrically
daily to the mice 1n sterile water containing 2% carboxym-
cthyl cellulose via sterile, disposable animal feeding needles
(Poper & Sons Cat #9921; 20 gx1.5"), seven days a week
between 7:00 and 8:00 am. The compounds and control (ster-
1le water plus 2% carboxymethyl cellulose) are kept stored at
-80° C. wrapped in aluminum foil to prevent any light
induced changes, and each day’s supply 1s thawed just prior to
use.

Compounds are tested for their effects on the metastatic
potential of C8161 cells 1njected intravenously via the tail
vein: at 40 and 100 mg/kg, compared to the control. The
concentration of the compounds 1n the vials used to give the
100 mg/kg doses are 2.5 times that in the 40 mg/kg dose so
that approximately the same volume 1s used 1n both cases,
approximately 0.5 ml/animal. The experiments start with
nine animals per group at day —4. On day zero, 2x10> C8161
cells 1n cold Hank’s Balanced Salt Solution (HBSS) are
injected mtravenously via tail vein moculation. The protocol
1s continued for an additional 24 days, at which time the
amimals are sacrificed and their lungs removed and fixed 1n a
solution of Bowins/formaldehyde (3 parts:1 part). Tumors are
quantified on the entire surface of the lungs by rotating the
lungs and counting the tumors on each lobe using a 6x mag-
nitying glass. Statistical analysis 1s performed using the sta-
tistical package of Microsoit’s Excel spreadsheet software.
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The effects of test mimetics, at two different concentra-
tions, on the metastatic potential o C8161 cells in SCID mice
are evaluated: oral gavaging of the animals with mimetics
significantly reduces the number of lung metastases 1n the
SCID mouse population.

Example 28

In Vivo Combination Therapy: B.1.D. & Q.I.D.

The effect of 1n vivo combination therapy of mimetics (20
or 80 mpk/dosing p.o. or 1.p.) with chemotherapies paclitaxel
(5 or 20 mpk), 5-Fu (50 mpk), vincristine (1 mpk) or cytoxan
(100 mpk, BID, 1p) on HIB 177 xenografts (NCI-H460, a
human lung large cell carcinoma) using two and four times a
day dosing 1s demonstrated in athymic nu/nu female mice,
5-6 weeks old. On Day 0, HTB 177 cells, 3x10°, are injected
s.c. 1nto the flank of 220 mice and the mice divided into
treatment and control groups:

Mimetics are dissolved 1 20% hydroxyl-propyl-betacy-
clodexatrin (Vehicle I); 0.2 ml of mimetic solution 1s the
dosing volume. Paclitaxel 1s dissolved 1n a diluted ethanol/
cremophor EL solution (Vehicle II) and the 1.p. dosing vol-
ume for paclitaxel 1s 0.1 ml. Cytoxan, 5-FU, and Vincristine
are dissolved in sterile water. The 80 mpk dosing mimetic
solution 1s made by adding 17 ml of 20% HPBCD to a 50 ml
tube containing 136 mg of mimetic to dissolve. The mixture
1s sonicated until a complete solution was made. The 20 mpk
dosing solution 1s made by placing 2 ml of the 80 mpk solu-

tion 1nto a 15 ml tube, adding 6 ml of 20% HPBCD, and
vortexing the solution to mix it.

Tumor cells are inoculated into mice 1n the morning of Day
0, and the mice weighed, randomized, and ear-marked after-
wards. Drug treatment begins at 7:30 am on Day 4. The
animals are dosed with mimetic or vehicle I solution, at 7:30
am, and 7:30 pm, 7 days a week. Tumor growth 1s quantitated
by measuring tumor volume on Day 7 and Day 14.

Both mimetic and chemotherapies demonstrate inhibition;
combination therapies provide enhanced inhibition over
cither therapy alone.

Example 29

In Vivo Therapy in the WAP-RAS Transgenic Model

Mimetic and Paclitaxel combination efficacy 1s also evalu-
ated 1n the Wap-ras transgenic model. This model 1s used 1n a
therapeutic mode 1n which treatments are mitiated after mice
had well developed tumors.

Mimetics (20 mpk/dosing po) are dissolved i 20%
hydroxyl-propyl-betacyclodexatrin (Vehicle I). 0.2 ml of
mimetic solution 1s the oral dosing volume. Paclitaxel (5
mpk/dosing 1p) 1s dissolved 1n a diluted ethanol/cremophor

EL solution (vehicle II) and the 1.p. dosing volume for pacli-
taxel 1s 0.1 ml.

The mice are weighed, randomized, and ear-marked on
Day 0. Mimetic treatment and Vehicle I treatment 1s begun on
Day 1 and continued every 12 hours until Day 21. Paclitaxel
and Vehicle II treatments are started on Day 4 and continued

daily on Day 3, 6, and 7.
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Wap-ras tumors do notrespond to treatment with Paclitaxel
but do respond to mimetic treatment at 20 mpk alone and
combined therapy enhances efficacy.

Example 30

Representative Biological Activity Data

TABL.

(L]

1

Representative Bioassay Data

Bioassay data

Bir HCC461
Compound binding cell Caspase
No. (LM) (LM) % Notes
1 0.07 0.004 100 Caspase
(Example 6) std.
2 0.15 0.01 105
(Example 7)
3 0.12 0.026 48
4 0.11 0.025 35
6 0.2 2.1 82
7 0.144 0.373 101
8 0.27 0.07 93
9 0.196 0.009 108
10 0.2 0.02 105
11 0.172 0.012 94
13 0.188 0.07 105
14 0.158 0.62 104
15 0.638 0.08 87
16 0.22 0.025 107
17 0.136 0.69 98
18 0.176 0.76 88
19 0.14 0.24 98
20 0.18 0.52 99
21 1.13 2.2 70
22 0.13 0.81 106
23 0.13 0.49 109
24 1.5 1.4 81
26 0.235 0.1 106
28 0.2 0.07 102
32 0.08 0.005 109
36 0.19 0.05 98
37 0.3 0.2 59
38 0.2 0.07 102
39 0.18 0.16 102
40 0.15 0.03 85
41 0.3 0.02 99
472 0.2 0.24 109
43 0.2 0.1 104
44 0.18 0.003 104
(Example 19)
45 0.15 0.002 136
(Example 20)
47 0.19 0.02 99
48 0.2 0.056 103
49 0.19 0.02 113
50 0.2 0.02 97

Using methods similar to those described for the foregoing
Examples, the compounds of Table 2 can readily be prepared
and shown to be Smac mimetics.
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All publications and patent applications cited 1n this speci-
fication and all references cited therein are herein incorpo- -continued
rated by reference as 1f each individual publication or patent H
application or reference were specifically and individually fn..i o
HN

indicated to be incorporated by reference. Although the fore- 5
going 1nvention has been described 1n some detail by way of

O H
O O YN@
O v
illustration and example for purposes of clarity of under- C\N \\(‘\( \/J\%RL NQ

standing, 1t will be readily apparent to those of ordinary skill i 05 O
in the art in light of the teachings of this invention that certain N "\O

changes and modifications may be made thereto without 10 ~
departing from the spirit or scope of the appended claims.

The 1nvention claimed 1s: TN~
1. A compound selected from the group consisting of: ‘Sﬂ 1
\ O N
HN .
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or a pharmaceutically acceptable salt thereof.

2. A pharmaceutical composition comprising a compound
of claim 1 and at least one pharmaceutically acceptable
excipient.

3. The pharmaceutical composition of claim 2, further
comprising at least one additional therapeutic agent.

4. The pharmaceutical composition of claim 3, wherein the
additional therapeutic agent 1s selected from the group con-
sisting of TRAIL, etoposide, a TRAIL receptor antibody, an
Hsp90 inhibitor, TNF-c., and TNF-f3.
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